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FGF-8KH**»K1|S-&U FGF- 8©iftSIf t5M 
[»#3(2] FGF-8KH8J*l»K:*g-&U FGF-8©^-[45:iaW-t^m^ 

[»#SC4] M^'JK-7KM1 3 3 4 (FERM B 

P - 5 4 5 1) -e&Slt^3ffi«©BS3l. 

Cflt#*7] KM*>l5tt#^ft*«#KM3 0 34 (PERM BP- 
7 8 3 6) ^ai-r&t; hS**9ift#T*&$3*3&^6i3«<Z>iK&. 
[»#*8] thMCDRWM> VH0CDR1, CDR2fej:tFCD 

fettVL(0CDRl, CDR26J:tfCDR3^ *n-e*lBBW#* 8,- 9 fc«fc 

t? & § 8 ia»© es*. 

7^fB^tJ©e>t». 12#g©Lys, 13#i©Lys, 40SSOAU, 4 

lfg©Pro, 48t@CDMet, 6 8#@©Val, 70#@©Ile, 7 

4f|©Thr, 76#@0Thr, 8 2#@®Glu, 84fI0Ser, 8 
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001-4006 7 7 ^ 

y Mi«Hi(D r ^ j lis^st a *i fe r * ; waau asj:tf/*fettVL# 

1, 14SB©Thr, 15#@©Pro, 5 0#@©G 1 n, 51f@©Le 
ufcj:tf 9 2#B©T y r *&»«n*'J>a!< fc* 1 o«±©7 5 

[f«fll 1] «t#WT^r^ Fab, Fab',F(ab') 2 , 1 *««t# 
( s c F v ) , 2*fltf&-5faS1R« (V«£) ^ (Diabody), ^X^? 
K*3feflSV«*Wf^ (dsFv) fe^rfCDRSr^tf^^K^^atitiS^t 

w#3C 12] f g f - 8 tc^M^ic^-r hx&mtz 

[»#3C 13] F G F - 8 ic#Jl«Hclt*i-*«##, * n 

it * j v □ - ;vm^-e fesit^t^n if #« 1 2 ia* © & we&. 

[i^l5] A^'J K-?!^, M^JF-7KM1 3 34 (FERM 
BP — 5451) T'&Sff^l 4|B*©«^WfSI. 

[f Ml 6] tbflsHtflt*, bhi^^W<J:^MCDRf«^ 

m. fi*tf/*feftVL^ iui#*4Tfwsn«T? ;tiwimtt#T?* 

[H^18] tM^^7iW»tiftKM3 0 3 4 (FERM BP 
- 7 8 3 6) ^IfSt M^^^f&St^l 7fB*©tii. 

[•1^19] tbSCDRf«» VH0CDR1, C D R 2 £ .fctfC 
DR3 ^ **t-e*iIB#J#-*5, Bl3*tf 7T?jSS*i*T3,>Wffi»!K fc«fctf/ 



2 



ffiSE#2 003-300601* 



2 0 0 1—4 0 0 6 7 7 




*fcttVL©CDRl, CDR2£<fctfCDR3tf, **l**tBWI** 8* 9 £ 

y ^IS#J<£> 5 *k 12#g<Z>Lys, 13tS©Lys, 4 0#@£>Ala. 4 
!f g©Pr o, 4 8|g0Met, 6 8f@0Val, 70#g(Dl le, 7 
4 fgOThr, 76fgOThr, 8 2#@0Glu, 84#H©Ser, 8 
7«gCDAr g£J:tf9 5 #g © T y r fp *>M&nZ>'J>te < ^ ^ 1 o^_h© T ^ 

1, 14SS©Thr, 15#H0Pro, 50f I®Gln, 51#@£>Le 
u£«J;tf 9 2#S©T yr^? ) I«^<^ 1 ofiU:©/^ 

[fM2 2] m^^^> FaKFab' .F(ab' ) 2 , 1*^^ 
(scFv), zmmtVUmmK (Diabody), i?^;!/7^ TOftV 

mmmft (dsFv) &&z$cDRZ&ti*7*FfrbmttnzffiftMK'z3bz 

[m t£ 23] F G F - 8 ^#^iCM^^m^5:« VNT^*© F G F - 
8 m £ J: / * 

[fjN ^ 24] FGF-8ic#M^tc^i-sm^> #y*n-:*-/Hft#* 
Ada*. * t> ,J £ ft £> & atfft* * 2 " 4 

[|^2 6] a^UF-^, A>f^U F-VKM1 3 3 4 (FERM 
BP- 5 4 5 1) T^SfM2 5|BS©f!ltm 
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[g ^2 9] tM^5W. TOiftKM3 034 (FERM B 
P- 7 8 3 6) Mdf ^7«&SM2 8«*©«£#8U 

[«#9C3 0] tblCDR^lW, VHOCDR1, CDR2£J:t>*C 

tfcttVLBCDRl, CDR2J5J:tfCDR3#, **l**lHB!J** 8 , 9 *3 

&x$i o^ns?^ ^aiffi^i&^tfm#T?*stt#«2 7 
[»#«3 i] t hacDR»*W, vh»j#^i 5^ansr? 

^;*«J!I©^t, 12#I®Lys, 13#@<Z)Lys. 4 0fa®Ala, 
41fSC!)Pro, 48#@©Met, 6 8#B0Val, 70#Stf)Ile, 
74#g<3DThr, 7 BfgfflThr, 8 2fB©Glu, 84#B<Z)Ser, 

wo«*i eT?*aft*T*;MWW>^ 2#s®iie. 3#@©v 

al, 14#a®Thr, 15fI®Pro, 50#@<DGln, 5lS@©L 
e u*5i:tf9 2#B<Z>T y r fr6»tf*l**fe< 1 ^©^^ 

mass] Fab, Fab\F(ab') 2 , 

(s c F v) , 2*«tftV««W^T (Diabody), 27**7 -f FftftftV 
(dsFv) fiJ:0PCDRft*tr^^K*6a«*V*ttflslW^r-e** 
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[S ^3 4] FGF-8tc4##*»K:*g£U FGF - 8©?Stt5:PIf 

[S ^3 6] FGF-.8lC#M^iCM^b, F G F - 8 iS^lTSm 
[0 0 0 1] 

[0 0 0 2] 

[0 0 0 3] 

H»tt#tt, MS© "TIM £M ? *J>«©*MHHB6 £ If^llflS^ h U y * * 
, iM^b^^X^, ^»<Z)lSffiS:««IK:«!I»b, IJB^Tbyv^^© 



5 



ffl|E# 2003-3006018 



2001—400677 



[0 0 0 4] 

ttT, LtfbJ****:****^*^^^**^* 1 ^*^** (Kanek M. J 
. and Lane N. E. , Am. Fam. Physician, 61, 1795-1804, 2000) 

[0 0 0 5] 

#*a«t^fcv*T#< law****** 

& & ir ***** ^ © g£ b wtisMm k: & v % x m&ftm 
znzm«<Dy4h*-ry* m&mm* -m^mm* ^^^^^ 

[0 0 0 6] 

«ft«^^<Z>»ll«**^* 6,*i.**CH^W«>ae5*^- 

6 fflSE# 2003-3006018 



02 0 0 1-4 0 0 6 7 7 £ 

**©^#«»e>ft**IM«*U AttltftttaHBI* («H. i:v*o 

[0 0 0 7] 

b&«D«)^-rsmU^V^^t>tlTVNS (f$R, 78, 3553-3558, 
lStUS, 1996) . 3E»eH«*K:fe^Ta:, J:tfftffi©»*©fe«>K:, . 

TV^ (Creamer P., J. Rheum., 20, 1461-1464, 1993, Arthritis Rheum., 43 
, 1905-1915, 2000) . I¥«S^ #*»J*. AlBOTHWW©** 

1 9 8 9¥) ««, s©*^'ftiMfc««tt*HW«T?. BB»*«S:+^K:»1Wr* 
[0 0 0 8] 

7 ffiIE4# 2003-3006018 
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TV>«. FGF775'J-KI±19SI«±fe^ FGF-2 (basic FG 

F)^FGF-1 (acidic FGF) < b tlT V*S. FGFg8#ttS 

So 

[0 0 0 9] 

FGF-8S, rs/Kn^x^WMWIH* (aigf) £UT, 

^#^if5i$:5ti-V^^M^^ SC - 3 (Nakamura N. et al., J. Steroid 
Biochem., 27 , 459-464, 1987) ©i»*_t»*J: U MS *lfc0^T% T> KU 

jfSIH^-e&S (Tanaka A. et al.,Proc. Natl. Acad. Sci. USA, 89, 8928-8 
932, 1992) . FGF-Stt, tfcft**©**^*** *MM>Wlfe«3t3** 
-fctf^StlTV^ (Tanaka A. et al., FEBS Lett., 363, 226-230, 1995) 

FGF-8ttFGFl/t^ 2IIIc > FGFl/t^^--3IIIc > FG 

Fl/*y# 4©3a<Dl/*^*-lC*t^*ifc««*«S^^* < 0rnitZ 

D. M. et al. , J. Biol. Chem., 271, 15292-15297, 1996) . *fe, FGFtf) 

«^7h>J^nA^FGF«ibtv *<D*Stt&»#-r*fc#*.&*VtV% 
^#ctHC»FGF-2<DJ:e)^^VMfil1fif^H^^^^ v ^ ^ Satoh 
H. et al., J. Biol. Chem., 273, 12307-12315, 1998) a . * fc0H«B#n?teW 
3M> ttfrfflKS <t «A L fc*fflW»#* KKMMFGF-l^FGF 
-2ft**b (Sano H. et al., J. Cell Biol., 110, 1417-1426, 1990, Remme 
rs E. F. , Growth factors, 2, 179-188, 1990) , V ^*#<DWtt**© * 
GF-21IH BBJjftfjRfcffiWr* (Manabe N. et al., Rheumatology, 38, 
714-720, 1999) . FGF-2 tt«»ttH«H£K:fi»*ti»)«C»#lT V^S 
(Uchino M. et al., Clin. Orthop. , 377, 119-125, 2000) . £;ft&©«#tt 
FGF - l^FGF-2A^KIP^lCgS^"rS3i:?:^UTV>S. 
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[0 0 10] 

FGF-8 y **y*^tf*fe«V*fctt#T?tt, FGF-8«©W 
■ ICJWILTV** (Haraguchi R. et al., Development, 127, 2471-2479, 2000 
jLewandoski M. et al., Nat. Genet., 26, 460-463, 2000) FG 

[0 0 11] 

[»W ftMVk L/ J: e> t f § 8RJH] 

[0 0 12] 

*»^tt«T© CD ~ (36) ICK-t^o 

(1) FGF-8KH«l»K:«f*U FGF-8 

(2) FGF-8KH»*fl9K:»^U FGF-8©fitttfi*t6«ft^ * 

^o-t^-e^srt^iits (1) ib«©e^. 

(3) *y*n M^UK-^IStsm 
fej:^tife©m«:Wf>ir^'&a«*ism^-e*s (2) gBttogm. 

(4) ;Wf'JF-7^ ;W^>JF-7KM1 3 3 4 (FERM BP-5 
4 5 1) T?*S (3) fla4t®B3K- 

(5) H6«##, tl bM**^ffi#fc£tf* hffl«»tttfc^*« (C D R 
[0 0 13] 

(6) fchl^^W tMMiWMW (VH) BW»##2Tfa%S 

(7) tM^^7WM«i*KM3 0 3 4 (FERM BP-7 8 3 
6) tf£.m^2>K- bS^r^7»feS (6) G4R<Z>£X. 

9 miiE# 2003-3006018 
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(8) HhSCDR#te*fi<*#. VH0CDR1, CDR2^lfCDR3# 
LCDC D R 1 , CDR2WtfCDR3tf, 8, 9fiJ:tfl0 

(8) mwwuMo 

(10) KMCDRf«(l#^ VH»Jf§15T^^57^iBa 
^JC50e>^>. 12Si©Lys, 13#I®Lys, 40#@(DAla, 4 If I 
©Pro, 4 8§|(DMet, 6 8fB0.VaK 70#B©He, 74#9 
©Thr, 76fa©Thr, 8 2#S©Glu, 84#B©Ser, 8 7#B 

#*16T?*Sft*r?;WWII®^^ 2#g©Ile, 3#B©Val, 1 
4 .#@<DThr, 15#@©Pro, 50#S©Gln, 51«i®LeuBi 

[0 0 14] 

(1 1) tmmfilfi* Fab, Fab' ,F(ab' ) 2 , 1 #*3M* (■ ° 
F v) , Z^m^mm (Vll) ^ (Diabody), K5S5 
JfeflSVtWWftt (dsFv.) fi^OPCDRft^to^^Wfea^***^ 
(3) CfttiDBJK. 

(12) F G F - 8 cwnwicn^-r bt**t*Wl* 

(13) FGP-8C«*»c«*t6»#^ ^y?n-t;«ttii=E 

(14) ^;^n-t^ft^ ^^>JF-^I4tsm n Mfctfttt 

, fe«i:0f-en&©m#WT^&a«ti««r;#^«>s (13) ia«©^s)T^o 

(15) M^'JF-^ M^JK-TKM1 3 34 (PERM BP- 

1 0 fflt£# 2003-3006018 
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5451) -e&s (14) mm<D&ffiMo 

[0015] 

(16) thftW, Hh^^7^J:t)tlihSCD.R#llWe>l 
Utl§m#T'fe-5 (14) iBS©^^o 

(17) thS^^7»^ VH^SS^##2T?^S*l*r^^KiB^ & 

6) fa«<^^^» 

(18) fc^^7filWIWKM3 0 3 4 (FERM BP-78 

3 6) ^itstM^^^t'fcs (i7) mmommMo 

(19) fchMCDR^Mlfl^, VH0CDR1, CDR2^3i^CDR3 

VLOCDRl, CDR233ilFCDR3^ **l*ftBW!*-» 8 , 9fc£tfl 
OT'^StiST^ ^mSB^J&^m^'efe'S (16) Batt<Z>&l9r%. 
(2 0) tMCDR^iW> VH)WBW#*1 5T?5*Sft*T5y««! 

s (19) sa«<z>&Will. 

[0 0 16] 

(2 1) tbSCDR^«», VH^S^15t^n575;«l! 
M<D*>*>. 12#aODLys, 13#@0Lys, 4 0#B®Ala, 41#@ 
©Pro, 4 8ti0Met, 68#@©Val, 70#B©Ile, 7 4*1 
OThr, 7 6#i©Thr, 82#I0Glu, 84#B©Ser, 87#@ 
©Ar gi3J:tf 9 5*I®Ty r ^ < ^ * 1^±©75;^ 

##1 6TfS%an*r^^»KW©^^ 2#B©Ile, S#I©Val, 1 
4#I0Thr, 15S@0Pro, 5O#I0Gln, 51fB®Leu^<j: 

(2 2) Fab, Fab' , F (ab' ) 2 , 1 (s c 

F v) , 2*#flSV««Wr^r (D i a b o d y) , W7-f K3fe)6flSV««Wr 



1 1 
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ft (dsFv) fiitf CDRtttt^^ Ffr&atfWtt**^** (14 

) mmommm, 

(23) F G F - 8 C»*ttKllMrr«**feJi V*T«»*© F G F - 8 
ffl J: tf / * test*"* sriiMtn WS» (Z>$I}fe#&. 

(24) FGF-8lcW*«rK:tt^f**#^ U * n-^/btttt**:** 

;^n-t;«t^5itMi:t5 (2 3) 

(2 5) *;9n-tM«#^ /\-f^U F-7#ISt68^' uMbtttt 

, (24) 

[0 0 17] 

(26) /vf:fU.K-V#, ;W^'JF-VKM1 3 3 4 (FERM BP- 
54 5 1) T*&<5 (2 5) fH«©f3^^o ' 

(2 7) th«^> H M^^^ftfeitf t hSCDR^«^e»S 

tf*i*tft#n?*s (25) 

J:tf/*fc«:VL#. lg^J##4T^$nST^^mfB^IS:^tf^T*feS (2 
7) SH«0^^. 

(29) KM*Jl9tt#^ »f««»KM3 0 3 4 (FERM BP- 7 

8 3 6) tf&m-r&K- (2 8) 8a«©$H£:#i£. 

(3 0) tMCDR^tlW VHCCDRl, CDR2J3J:tfCDR3 
VL©CDR1, CDR2i3J:tfCDR8#, *ft**lBH*# 8 , 9*J:tfl 
[0 0 18] 

(3-1) fcihiCDRfiWl VH»t#l 5-e»Sft*T5;MI 

5(30) KIRCDflDe**- 

(3 2) tMCDRMW^ VH#, B»U**1 5t'^nS7^;SI 
SB^©e>^. 12#@(DLys, 13#|®Lys, 40#@(DAla, 41# 
SCDPro, 4 8#@®Met, 6 8*|0Val, 70#B<0Ile, 7 4# 

ffi|I# 2003-3006018 
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gODThr. 76#@<Z)Thr, 82fg©Glu, 84#@0>Ser. 8 7# 
@0Arg£<fc^9 5#@CDTy r 1 ^^©7* <>* 

14fB©Thr, 15#B<DPro. 50#g<DGln, 51fI©Leufe 
J:tf9 2tS©Tyrfr5atfW^ft<fc%l5 «-t® r 5 * 

3 0) «*<0ipjjfe#8c. 

(3 3) Fab. Fab' , F (aV ) £ . 1 **** (a c 

F v) . 2JMMsV*WWrtf (Diabody), **/l/:7-f F**fcV**W 
# (dsFv) js^tfCDRft^rtt^^K^featf^SW^W^** (25 

(3 4) FGF-8ICW*ttCfi#U F G F - 8 affifEfcR*? ***** 

3& £. b T ^ *T -5 BBflf 

(35) F G F - 8 ICttAttClteU FGF-8 ©fMftBfTT ***** 

(36) FGF-8 Jc**H»K:»^b, FGF-8 ©««&«!#•*-***** 
[0 0 19] 

&ftm<DMffitk<n^®^*fcte^^ zm ^*^^ mt * FGF- 81C#M 
»K1»*U ^FGF-B(DlStttB*««# («T, *FGF-8#*H* 

fttSttft*****^*^**^*^** 6iri *' 

[0 0 2 0] 

.fgf-8C«MI»c****** (KT, FGF-8«#k*»t*) 
6, FGF-8©»ttftBit-*IB***^**#*»^*-^ K: * y ** Z : 
£#■«*. FGF-80^tti:bTH FGF-8«t*t*4«ISttt»*l« 

1 3 miiE#2 003-3006018 



f 2001-400677 

mura N. et al., J Steroid Biochem. , 27, 459-464, 1987) , V^X^^«H 
gg^N IH3T3 (ATCC## : CRL- 1 6 5 8) , Mlf3StlK* 
Jtttt*LNCaP (ATCCff :CRL-1 74 0) 

[0 0 2 1] 

iFGF-8i#ti, (Harlow E. and Lane D. j Antibodies: A L 

aboratory Manual, Cold Spring Harbor Laboratory, 1988, WT, TV^-r 

o 

[0 0 2 2] 
[0 0 2 3] 

GF-8©»tt*I*t ftttftfcWT*. ICJj^ttFGF-SW^ 
n-t;«i:bt, 4#liS¥9-2 7 l 3 9 l cB*3*tT^*Ttf * I «G l 
W5^tCjat*A>f K-TKM1 3 3 4 (FERM BP- 5 4 5 1) 
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[0 0 2 4] 

9Wt1**tHl hSHOTMH**** (complementary determining regionj^T 
[0 0 2 5] 

nhWM^TH v**, 77K aAX*-, ***** A>f^ 
[0 0 2 6] 

GF-8Wl«;*B-tA«^W^'J F-V*y,.VHfiJ:tJPV 
Lfc3rKt*oDNAMt#U KhR#OCHfiJ:tfCL*3-Kt8DN 

* * - & u ftttftft^* A-r * z * K * »J * **» * * -^ T ' S5 

o 

[0 0 2 7] 

1 5 mtiE#2 003-3006018 




2001-4. 0 0677 
[0 0 2 8] 

FGF-8lC#^K:*§^bFGF-8©?g14«:liaW-rSt bm^t^fftfo ( 

•ea%aftsr^;ifi^5>*!5VHfflCDRi, cdr2, cdr3£J:i>v 

tfeWJff 8, 9, 1 O^SH*T5;li»!I*&ft*VL0CDRl, 
CDR2, CDR3fc^tltha^5S#, ff*L<liVH«W!##2TfS 

St h§[ap*^tfi;#;KM3 0 3 4#&tf£>;ftSo 
[0 0 2 9] 

t hS** 7iftKM 3 0 3 4 &41t5ffii^KM 3 0 3 4H »Stff 

iSttsAamaiBiit^w^wwfe**!** > * - < 1 - 1 - 1 

Pp^m6) JC?J*1 3^12^ 2 6 0#»tFERM BP- 7 8 3 GtVXW 
[0 0 3 0] 

t: b £t*®fl»*®tt F G F - 8 *5fe«flt© V HE J: Of V L <D C D RffiflTftf *© 
t htt#©VHfcJ:OfVL<OCDRKOTS:-t*l*n«tJlbfeVlfi*&a-K'r« 

So 

[0 0 3 1] 
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T 2. y3, r 4 fcV>ofc^:/*9;*<DV^Ji'l%/8v%5£fc#T?SS. 
\> hSC D R^*t#L#©C L UTtt, hlg CMtfttf ^fftOfeOTf* * < 

[0 0 3 2] 

F G F - 8 JC4**»IClif^b F G F - 8 ©ISttfeMFl" * * hMC D R*tttft 

^J##5, 6, 7T^$tl§T^>'^@e^*^^^^ VHOCDR1 ^ CDR 
2. CDR3fiJ:tf/*fcMft<ftWi**8, 9, 10T»aftW;l 
IWfrfeWfitftVLOCDRl, CDR2, CDR3^MCDRfI 
ftfe #*b<tt«#©VHWIIt#l 56J:tf/*fettVL#I«t#16 

ys, 40#|ODAla, 41#g©Pro, 4 8#|©Met, 6 8#@tf)V 
al, 70#g(Dlle, 74f@0Thr, 7 6#I©Thr, 8 2f@0G 
lu< 84f@0DSer, 8 7#BOAr gfiitfB 5#B©Ty r*61tfft 

13, 2f@0He, 3S@CDVal, 14#B©Thr, 15#g©Pro, 
5 0#aODG 1 n, 5 lfH©Leu^9 ZlIOTyrHltfW^ 

< t. % i ojbukdt * j mmmm<DT$ ; mmm-en** titers j mmn & 

[0 0 3 3] 

«fWlf^*^**ie- FGF-8lcW*»K:**bFGF-8©« 
tt?:IStSlffi)it^5F a b (fragment of antigen binding® R&) , F 

Cab* ) 2 , Fab' , -^m^ (single chain Fv; jgTF. scFvW) 
2*ftflSV*«W^ (Diabody), KSScJBflSJfttt (disulfide 

stabilized Fv; BUT, d s F v tSf )£ AtfCD R ****** Kfc**i" 
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[0 0 3 4] 

Fab |t igGOK> VIM* 2*©Hift«ilT^*2t3©^7-f 
FlS^C-t*©^^ K^ v &iiAVM >^l»l/T#e,tlfe, H*0N*« 

F (ab* ) 2 tt, I gGOk>J?I«©2*©^7^ Ki^T«5*a 
et^I^^^^^ffi^^^^ 5 ^®^^ (H^CD2 3 4#B<Z>T^ 
/*3S»T»«WS*l-5) * F a b#t>«®^^7^ K^^U^ 

[0 0 3 5] 

Fab* tt, ±SBF (ab' ) 2 © t > S?IH©2?^^7 -f F«f^fe«lW ^ 

scFvli, -*©VHil-*©V L fcfelSft^^f K 'J >*- <^T> P 
fcWf) feffi^T3*«bfc, VH-P-VLft^bttVL-P-VH#y^f 

SVH^iffVLtt, ffiFGF-8*3flH:V * p-*/l/tt*«ftttVVfrfc** 
[0 0 3 6] 

Di abodyil ^MMt©NC*fel»5s cF ^ 2SW 

^^^^SlC^SIt-ST^^^S^ReiterblCiy^S^fe^ (Reiter Y. 
et al., Protein Eng., 7 , 697-704, 1994) IC«oT, «#©4fMW»lCi 

SdsFvlC^^VH^WiVLtt ^FGF-8^f0^y ^a-^« 

1 8 mfE^ 2003-300601? 
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# 7* & *l & V ^ & -5 & <Z> T* *J * v% - 
[0 0 3 7] 

*5M§<oB8»ft fcttieawciwa a n* c d r 

ftFGF-8m#©VH*&»yL©CDR©^<i:%lffi«K±^ 
[0 0 3 8] 

i. «tFGF-8#fn«t# (#y*-n— *n-^;i/#i;#) ©#i§ 
( l ) mucosals 

ttFGF-8*Wtt#SfMt"«fc«>Ci&Sl3&««fcOTtt, FGF-8&M 
[0 0 3 9] 

F G F - 8*B*£*traam*©»#Wtf tt. FOF-Sta-Ft^ 
»*V^*©g^cDNA (Tanaka A. et al. f Proc. Natl. Acad. Sci. U 
SA, 89, 8928-8932, 1992, Tanaka A. et al., FEBS Lett., 363, 226-230, 199 

6) *-<D?u*-*-r*Kn*isitM»i**i**9 

[0 0 4 0] 

F G F - 8 fta - Kt«^*»* Vxtt*©a^i^ c DN Att, F G F - 8 ft 
;LtV^SC-3f0H»&ii§bfccDNA5:Wcbfc, #U*9- 
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Hmmfcfc CPolymerase Chain Reaction, #TP C RfcK* » Sambrook J. et 
al., Molecular Cloning 3rd edition, Cold Spring Harbor Laboratory, 2001 
(«T, r*l/*:x9- • *3*J , Ausubel F. H. et' 

al., Current Protocols in Molecular Biology, John Wiley & Sons, 1987-20 

oi (jsit. *\syv - -in h=i-;vx- >f > • ^i/**^- • /W*os;-4:« 

[0 04 1] 

Escherichia coli) , A**X • ^f'JX (Bacillus subtilis) ^©Xi/x 

■fel/l^S/X ( Saccharomyces cerevisiae ) , S/^9*n5«'^ (S£hi 
zosaccharomyces pombe) f^tli. »«IBfcbttt, ^ffllftT?* 
S^v;w1 (Namalwa) ffiJEL t;KZ)iit*&§CO S»E ^*>fX-X- A 
AX^-ffllHt^§CHOttf«S^S. S»^btil Sf 9, 

Sf 2 1 (77-5Vi?x> (Farmingen)%fcgg] > High Five MyXhUP* 

y (Invitrogen) *±8g] 
[0 0 4 2] 

FGF-8&n - K"r*^**« V% c DNA&iAt^^ * 

*(*, HiltflJ/i'JtT-3'J (Escherichia coli) $r^^il OTJBV*** 

^^^-fctttt, y*!/-A»*w*U fgf-8& 

GEX-2T [7Yi/^ A • /WsTIM X>X (Amer sham Biosciences) *±SS3 
P ETl7b C^A^x> (Novagen) it3S3 
[0 0 4 3] 

2 0 • ffi§E#2 003-3006018 
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fetltf, *A/S/«rA-f*>ftfflV^*tt (Cohen S. N. et al., Proc. 

Natl. Acad. Sci., USA, 69, 2110-2114, 1972) , ^Df^X^ (4f BBHB 6 
3-24 8 3 9 4) ^, ^^©^SfcffiV^tlS. 

LT»V**»*Ctt, fta^^^f-ilbT, YEplS 
(ATCC37115), YEp24 (ATCC 3 7 0 5 1) , YC P 50 (A 
TCC37419) «#JBV*g>*L&. 
[0 0 4 4] 

«*HU xl/* hn*l/-S/a>* (Becker D. M. and Guarente L. , 
Methods. Enzymol., 194, 182-187, 1991) , ^xD^hi (Hinnen A. e , 
t al., Proc. Natl. Acad. Sci. USA, 84, 1929-1933, 1978) , l»'JffA« 
(Ito H. et al., J. Bacteriol., 153, 163-168, 1983) V*"r*l©#i6*» 

[0 0 4 5] 

b*t«V**»*K:tt, M^^-^t, PAG 
E 1 0 7 3- 2 2 9 7 9 ; Miyaji H. et al., Cytotechnology, 3, 133 

-140, 1990) . p AGE 10 3 (Mizukami T. and Itoh S. , J. Biochem., 101, 
1307-1310, 1987) £>*l£ 0 

«V*T*>J:V^, *>f h*#n*-f/l/;* (CMV) CD I E (immediate e 

arlym^CD^a^-*-, SV4 0*S^*Of W^n*-* 

[0 0 4 6] 

*#8re**ttf* «*tf, il/^hB#I/-fa>« (Miyaji H. et al., Cyto 
technology, 3, 133-140 (1990) . U 5/ W2- 2 2 7 0 7. 

5) , U jtf^x* £/3>& (Feigner P. L. et al., Proc. Natl. Acad. Sci. U 
SA, 84, 7413-7417 (1987) ^, V^irtlO^SsfcJSVN&ftS. 

2 1 ffiSE^ 2003-3006018 
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[0 0 4 7] 

> • ^El/^n^- • /W**n5?-, 0' Reilly et al., Baculovirus Expression 
Vectors: A Laboratory Manual, Oxford University Press, 1994^tCfB«£ ft 

[0 04 8] 

MH^A^^-tbTta, PVL139 2, pVL1393 

KT^T^^^^x^ttll); P BlueBac4. 5 (-f > tf b P >*t» 

7 9|,^ 77 .^.J7*^ • 1/7- ' #y^Kn5>* • ^>f;VX(Aut 
ographa californica nuclear polyhedrosis virus) ft 2f VMoftS. 
[0 0 4 9] 

(#gg¥2-2 2 7 0 7 5), >J#7x^i/3>S (Feigner P. L. et al., Pr 
oc. Natl. Acad. Sci. USA, 84, 7413-7417, 1987) 4£#jav*&ftS. 

«*«jt/t*an*Y/l/*t:fHRbfe©*, firMbfcSf 9, Sf 2 1&SVM* 
High Five<jt(Z)aauttJBK:*»**A9-f fe«Sfe3**£ £K * *J SB** 
&H£i±<5;i il^^^S (Bio/Technology, 6, 47, 1988) 0 
[0 0 5 0] 

jkttowxzmz. f g f - 8»eK«» ft*«iWK:*«ia:*K* 
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jsu:© * e> c bT#6n«**t«tw*ft««c««u mmmmz fgf-s 

[0 0 5 1] 

ifchbTte, «^**«Jtflsb#*K*». ******* U 

^^gpgcfi, pH&3. 0 — 9. 0KI«#t5. p H©WaEtt, fel***® 
btfcJ:^. 

[0 0 5 2] 

HanmRPMI 1 6 4 0««, Eagle0MEMW*fcttSft6W 
[0 0 5 3] 

)Ba*lT^4TNM-FH«* (77-5Vt?x>a») , Sf 9 0 0 IISF 
M (jyehU*J*y&m) > ExCelHOO, ExCell405 [V%iP 
ft% J RH/Wtf>f X>S/X (JRH Biosciences) ^±$g] **i«MV%fetlS. * 
tttt, 2 5-3 0'C-ei~4 HWfJvx, «l*ttMCJ«CT, 4T5/*^>ff2> 

2 3 ffiSE^ 2003-3006018 
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[0 0 5 4] 

jifB^c^vNT, mmm^^m&mm^mm^^rnmx^mt, fgf 

F G F - 8 ©£JH2bS ^iMMHMrfe*©* ***vM41«eiti: LT* -fc 

[0 0 5 5] 

[0 0 5 6] 

7lh^t§. 

[0 0 5 7] 

FGF-8©73y*»^©»#ffiW&#***^Ktt. Fmoctt (7;v 

Air** (Advanced ChemTech) tfc, 7^9-f K • /Ut^fAX (Applied B 
iosystems) *±, 7"nf^f> ' f7;n^-X (Protein Technologies) *±. £ 

2 4 miE# 2003-300601? 
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[0 0.5 8] 

(2) mm<o^mttfi^m&mm<Dmm 

[0 0 5 9] 

ole limpet hemocyanin) . ^>«T;i^ 9*/*VUrw7V 

6,^, r^a^KHUta:, 7 >hfiD^7^>h (Complete Freund 

•s Adjuvant), *tTO5-9^i:S0iI^^^>^^ &W ' 

[0 0 6 0] 

fam<Distm*> IBB©**©*, l-zawMwcs-i on«^. 

#£&lfr4&f lESSfe*) 5 0~1 0 0 gjW£UV\ 0 3~7HgKlj& 

ttlCoWC, TBC5%rJ:^3fe»*Att*3e* (E L I S A ; 
^31 1 9 8 7^, 7>f^-X«7'9)i?5hU-"7-a 

^Chapter 14. Coding J. W. , Monoclonal Antibodies: Principles and Prac 
tice, Academic Press, 1996) ft HTUlfS1"£o 
[0 0 6 1] 

[0 0 6 2] 



2 5 
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I 

[0 0 6 3] 

^.j^-^w, hum*** mmtzz.hLKzvmm'tzziitfiT' 

t5 „ K ^y^ n -^^#« 8 FQF-8«)«ttfclB»'r**»«tt»^ , C^ 
[0 0 6 4] 

y WW* 

[0 0 6 5] 

(3) #M®M®MSg 

WttV** (BALB/cfi*) f§li»P3-X63Ag8-Ul (Kohl 
er G and Milstein C, Eur. J. Immunol., 6, 511-519, 1976) , SP2/0- 
Ag 1 4 (Shulman M. et al., Nature, 276, 269-270, 1978) , P 3-X6 3 
-Ag 8 6 5 3 (Kearney J. F. et al., J. Immunol., 123, 1548-1550, 1979 
) P 3 -X6 3 - Ag 8 (Kohler G and Milstein C, Nature, 256, 495-497, 

1975) a y • tfbn < in vitro > X'mm^ffite^BMM^&n&^fr 



miE#2 0 0 3-3 




2001—4 00677 



X 1 0 7 M^-t^^»5:5i^-rSo 
[0 0 6 6] 
( 4 ) m&M& ^ * J V O - f-Mntffc© 

Jbl3T*# ft *IUMM ft b fe © ft > * U V y 7 

U3-A/- 1 0 0 0 (PEG-100.0) fe£0ftmE*tt!KflcftftI*.. »*ft 

i-th'JfAi. 83g, y>t-*u^o. 2ig, tftth'J^7. 

65g> 3H«*1L, PH7. 2) fc£ftMV^„ Bfr&»ll»ft»*SiiS 

fcWfi (1. 5mmol/LW^, 5XlO" 5 mol/L 2-* frit? 

fcRPMI 1 64 0*«l) IClO^mol/Lll^tVfX 1. 5X10" 5 
mol/Lf^^tf4Xl 0 _7 nio l/L7^^'J>ft*^«» 

[0 0 6 7] 

j:y^ n -=i>^ft«v^ MMfcHflWfettlCj:yft3febTWv^flt»©««>6ft 
[0 0 6 8] 

7 w u K _ vig* _h?f % b < »|fej*©*Ss"e# £ ft 5 WSStfttt ft ^ * o 
^ j 9 p _^ ; «i:F G F - 8 fc©«ll»fc»&tt«lB:7 9 (Ka 

rlsson R. et al., J. Immunol. Methods, 145, 229-240-, 1991) lC<fcoT=fof¥ 

Are**. 

[0 0 6 9] 

fltFGF-8*y^O-^«t#©**«4:UTta:, 7 1 3 9 1 

2 7 ffiSE4# 2003-3006018 
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4 (FERM BP-54 5 1)#4Itfi ! E^n-t^KM1 3 34# 
[0 0 7 0] 

SC-3 (Nakamura N. et al., J Steroid Biochem. , 27, 459-464, 1987) , 
7^»f»ttNIH3T3 (ATCC## : CRL- 1 6 5 8) , 
ttHb«rA»**»*LNCaP (ATCC##:CRL- 1 7 4 0) *:JBV*fc 
**MFy***CTI***. *«fcbttt, *->fl> billftFOF-8 (1 

±^%U<liTIH2. (5) |Cbfe#ot«l»Lfe«FGF-8'B^B-^ 
ftfttiDftftHRfttfO. 001-IOOa g/mLICfcSJ:3lcMHMRUTiaMfi 
*JC»ftrr*. 2 4~7 2H^m MTT [3- (4, 5 2- 

^ Tv r^-2->f;v) -2, 5-^7x-;i/-2H-fh7!/'J i}i*-fn^4 K 
Mt£$J5£1-&. iFGF-8=e;?n — j-^^&sSinbfev^^KiJfc^Tgt 

-t«ttFG F - 8 ©jSft&PIft^SlF G F - 8 

[0 0 7 1] 

Sfc, 7}<;i/h>-A>#-*£ (Bolton A. E. and Hunter W. M. , Biochem. J., 
133, 529-539, 1973) fe £T' 125 I ^ibfc F G F - 8 ©±«©IMM*^©«* 
Wft*«:ffl VXT, *aFGF-8^y^n — F G F - 8 © »3fe®-h© 

±ia©^e y * n -t;«KM 1 s s 4 fgf-s ©tsttfeiawr 

§«iF G F - 8 *mmrz% y , fcttlMWI i: bt^t 

[0 0 7 2] 
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(5) *j #n-"*-;v*n;#<z>SI§§ 

&^UX*> (Pristane) M iz/V**y (2, 6, 10, H-rh^^f 
0. 5mLS«^U 2 bfe8~10M 

[0 0 7 3] 

*/*n-*;i/*lEttft**« »«t«#*fci>ttt, 4 o~5 0% 

&tfe>*l<5o £<D#»K:J:»K IgG**VM4IgM«^ftlBJRU 
[0 0 7 4] 

sjtSS^ j w © "9- ^ * 9 x <z>fcj£ tt, * J v n — # -f * > 

Gi, IgG2a, IgG2b, IgG3, K bTftt, IgGU IgG2, I 
gG3, IgG4#»Wr&ft*#* WCVWIgGl, IgG2a. H h I g 
GH^it iM#tHi^tt (BIT, CDCtStt) fi*Mt*Mk#tt 

[0 0 7 5] 

2. ifgf- MtJfcfl^-fW^i* 

(1) fchftfttt^ffi***-®** 

8 CHfi *tf C L t a - KtSlWfi^** 1 ^**^^^ * ""^ 

2 9 ffi!!E3#2 003-3006018 
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[0 0 7 6] 

CL##*tf&*l*. thWCH^^CL^-KtSDNAhlTiix 
;*y>fc>f>hn>J:yj*SSfefcttDNA&ffiV*S£fc#T?S, cDNA 

[0 0 7 7] 

p A G E 1 0 7 (W3-2 2 9 7 9 ; Miyaji H. et al., Cytote 
chnology, 3, 133-140, 1990) , p AGE 1 0 3 (Mizukami T. and Itoh S. , J 
. Biochem., 101, 1307-1310, 1987) , P HSG2 7 4 (Brady G. et. al., Gen 
e, 27, 223-232, 1984) , pKCR (0' Hare K. et al., Proc. Natl. Acad. Sc 
i. USA. , 78, 1527-1531, 1981) , pSGHd2-4 (Miyaji H. et al., Cy 
totechnology, 4, 173-180, 1990) *#*WT&*1*. MfllWUM*** . 
MVNS^D^-^-^X^AVif-^bT^ SV4 0<D®W7U*-&-£X- 
y^yV- (Mizukami T. and Itoh S. , J. Biochem., 101, 1307-1310, 1987) 
, ^0--T^etiW;^©LTR^ae-3!-i:X>A>f- (Kuwana 
Y. et al., Biochem. Biophys. Res. Commun. , 149, 960-968, 1987) , 

ft&ru-fV ynmri^v*- * - ( Mason J - °- et al " Cel1 ' — ' 479 ~ 487 ' 

1985) (Gillies S. D. et al., Cell, 33, 717-728, 1983) « . 

[0 0 7 8] 

3 0 2003-3006018 
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Zi£0&X'*yT&m(D\zbimifr^m*?*-<»*tf&*^ (Shitara K. 

et al., J. Immunol. Methods, 167, 271-278, 1994) 0 # y?hM<» K Mfc#L 
ftm*HB'<>7*-t.lsri*. P KANTEX93'(WO9 7/1 0 3 5 4), P 
EE 1 8 (Bentley K. J. et al., Hybridoma, 17, 559-567, 1998) 

[0 0 7 9] 

(2) H hJBH*©«Mfc©tltFGF-8*3W«#©VHfeJ:tJPVLft3-K'r*c 
DNA(D$# 

;^n-t*«#®VH6J:tfVLt3-Kt*oDNAtt«T©J:5CtT* 
[0 0 8 0] 

FGF-8«ft3W«t#K&/N>f^y F-7^'JmRNAMU cDNA ^ 
rt-Tft. ^fecDNAl, 77-^»6^tt^X5 Kfcifa***-*:** 

«*»^**VMtV«*«^«:^0-^i:bTffiV^ VHta-Ft*eDNA 

|ijt77- S> * * V * tt**A^ * ^ K-h© VH^it^VL <Z)£««!ai * ft 
[0 0 8 1] 

K-T^^RNAOTt^^ilbtii, f*S/r>t^T-^>- 
h 'J 7;V^n^-fe^^7A^ (Okayama H. et al., Methods Enzymol., 154, 3- 
28, 1987) , ^RNA^e>mRNAl:II!tS^i:bttt, *U=I (d 

3 1 ffi$E4S 2 003-3006018 
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7*M*9v* (Fas.tTrack) mRNAW^ (>f vfcf b n S?x>*tS) » 
>7>fy*7Vy^ (QuickPrep) mRNA«^y> (7Y^A'^tt>f 

[0 0 8 2] 

cDNAO^J:tfcDNA7>f^'J-^^tS, ft* U*rL 

^U^h'^a-f^' S/^^A (Superscript Choice System for cDNA Synthes 
is. >f >tf hnj?i>ti) ^ZAP-'cDNA^fh [*b9*S>-> C 
STRATAGENE) *±SS) , *>fA*-/t- (TimeSaver) cDNA^J**^ (TV 

[0 0 8 3] 

■CJbfttf^fttOTJ^ffl^*-^*'**' ZAP Expres 

s Ub9#*;->tai). pBluescpipt II SK( + ) Ub^ 

*S?->*t»l) , UAP II <*b9 * a. g t l o (*b9* 

2;->tt«) , igtll U h9*2?->4t») , Lambda BlueMid (Clontech 
ttH) , lExCell W*/*J» - X4*#<<xyfXtiM> * pcD2 ( 
Okayama H. and Berg P., Mol. Cell. Biol., 3, 280-289, 1983) ^P"C 
1 8 (Yanisch-Perron C. et al., Gene, 33, 103-119, 1985) fr^7T-^ 

[0 0 8 4] 

^T-^feavM*^*^ K***-K:*y#*Stu*cDNA5>f:79y-- 

St)<DT*fetl«V^^^S : fe©T^mv^S^^^ , r^S 0 XLl-Blu 
e MR F' > C6 0 0 (Appleyard R. R. Genetics, 

3 2 ffifEft 2003-3006018 
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39, 440-452, 1954) , Y 1 0 8 8 (Young R. A. and Davis R. , Science, 222, 
778-782, 1983) , Y 1 0 9 0 (Young R. A. and Davis R. , Science, 222, 77 
8-782, 1983) , NM 5 2 2 (Gough J. A. and Murray N. E., J. Mol. Biol., 
166, 1-19, 1983) , K8 0 2 (WoodW. B., J. Mol. Biol., 16, 118-133, 196 
6) fcitfJMl 0 5 (Yanisch-Perron C. et al., Gene, 33, 103-119, 1985) 

[0 0 8 5] 

cDNA9>f^7'J-H©i; hWUWFGF- 8 #*!#tffc©VHf3 
itJ!VLS3-Kt ScDNA^n->©S«bm 7>fVh-^*^ 

>ccDNA^^cDNA^y7>J-5:«bT, P C RtC J: »J V Hfci: 
t>*V Kt*£ c DNA&SMH'TSrilfc'eSSo 

[0 0 8 6] 

±|B*»Kli:»;38^SnfecDNAOat3l«!^I«. ig^&^^-^a-- 
>^HfelcDNA?:ffl^tm^^ (Sanger F. et al., Proc. Natl. 
Acad. Sci. USA, 74, 5463-5467, 1977) C3S< jRj£«:f?V^ AB I 3 7 7 (T 

■j-,^ F^ts/^^xa*) ^<z>DNAS/-^x>*-feMv%-r»«fr»r 

[0 0 8 7] 

(3) t h Wf^F G F - 8 (fi^©VHS itfV L©7^tW 

2. (2) -£Ifc#b, ftfttfe o DN AOJtilWI^feKc DN A#3 - Kt 
5VHfiJ:tfVL©^7$;»B?!I«:*)l^ ^©^©VHfeAtfVLO^ 
T^^MfB^lI (Sequences of Proteins of Immunological Interest, US Dept. 
Health and Human Services, 1991, J£*T* I"*/-- !r>S/X ' ' ^H^-f > 

MbfccDNA^^m»J5:^»VHfcj:O!VL0^^75 

3 3 tfJ5E$# 2003-30 0 6018 
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vim- a y*u*h) n&®?zz.t.^&v^ &fn/yT»nm<o**&*& 

[0 0 8 8] 

3*>iC. ftJUDtr-*^-*. UAtfSWISS-PROWIR-Pro 
t e i n^lC^bT, BLAST (Altschul S. F. et al., J. Mol. Biol., 21 
5, 403-410, 1990) Emm^M? U 7*7 A&fl^T. #£>*lfc V Hfc £tfV 

is. 

[0 0 8 9] 

A,£3fli[CDCDR (CDR1> CDR2, CDR3) ^^otV^5 

£ jtiarr* r j; y ras-r* ~ ^ £ 

[0 0 9 0] 

(4) «FGF-8*JW**9tft#»****-®^ 

K-rsate^^-t*^- * b«^®»^^ F G F - 8 «t»*nit#© vhs 

fcHK*©IMI^ttFGF-8**tt* 
(DVH^3J:t>*VL&. 51 13 *«»»*©««KW * V«« ft 3 - 5 ^*IH^J 
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02 0 0 1-4 0 0 6 7 7 ^ 

•e^-?^0ifflltl^P B 1 u e s c r i p t II S K (-) Uh5*S>- 
>tt«) Klc*n-=i5/*U 2. (2) lc«*«>#«K:J: IK 

*«KWfc*SEU. |«FGF-8'*«It(t#«>VHfiJ:tJPVL«>r5 7«i»flfe=i 

ttFGF- 8r#i3B^#©VHfiJ:tJPVL©r$y«B»!l«:=i- KtftoDNAt 
ML. 2. (1) ICsB^klh^m^^M^^^--®^^^® 011 ^*^ 

c L & n - K1-*»-e^©-t*K:**i e> n 

[0 0 9 1 ] 

(5) RFGF-8tfWCD R^#© Vf ««: 3 - Kt « c D N A©i« 
gtFGF-8tF5BlCDR^««E#©VHfeJ:t3PVLS:3- KtScDNAtt, 
aT ©«jC b Xmm? * 3 #T!* « c *f v tb a^CDtt^^m F G F - 8 * 
5jfrl5t#tf>VH£ cfct^VLCDCDRCDT^ jmWM^^&t- hJt#©VHfiJ: 
tfVLOFR0r?;W»II*»lt*. t»0VH^3J:t;VLOFR©7 

i^-H Protein Data B a n k&ifOr-^^-^ 
C»«a*lTV\«Hb*ft#©VH»J:tfVL©FR©r^>'»B»!I- k ^ ft(D 
VHfiJ:tfVL©FR©*f^-^*75;liW * 

tt, thWiWFGF-8«ft©VHi3j:tfVL(DFR07^il 
SB?U & 3S&i- * - 1 1/ v ^ 

[0 0 9 2] 

MOi*fi*FGF-8*^OVHfiJ:t)tVL<DCDROr5;il»!It 
»*U j»FGF-8i|»»CDR»«a(liftOVHfimL<Dr5;iB?!ll:* 

3 5 mSE# 2003-3006018 
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*3#e>, VH, VLil^e^^DNA^fttS^t^tlV^ 

2. (i) TMflg&bfct hflj«#»3»ffi'<^*-c«*K:^n-->* r 'r 

5r^ttS..PCR^t v mmmmZvB luescript SK(- 
) UF7^^->W *W^UM^^-}:^n-->i'*U 2. ( 

2) ic«*<D#«icj:y, mmmmttefeh, fi©$tFGF-8WDRf 
F^m#t-§c 

[0 0 9 3] 

(6) hSCDRfffiSiftfiDVHfeitfVL^T^;^©^ 
M MCDRfTO»H«l©t hW»«Oi#©VH^J:tJ!VL©CD 

TV^ (Tempest P. R. et al., Bio/technology, 9, 266-271, 1991) . Z(D& 
mtLXl*. 7B©t:bJSIl^©»«fa)tt#©VHfiJ:rJPVLT?tt, CDR0*ft6 

•r, FR©v^<o^(D7^;iaa^tw^^»^ ^;: ^ ll ^ ft^;:i 

VLCFRC^Sr^ ^^X^il^fbbT b£ 5 r £##*.e>*lTVN& 0 r 
©IHUHft#»^*fe«>, tbSCDR^H^lt tW©VH^itFVL 
®FR07^; <D tp T», ltlf5lS KW-^bTV^T^ 

CDR(DT$;t^ii:MfflUfe»J, tfitfMB£*M*3iS:*i#b, ISHR«rK:#£ 

rt/Wfc>;ftTV^ (Tempest P. R. et al., Bio/technology, 9, 266-271, 19 

91) o t MCDRlHlfiift©ff8CfiVNtli, •ene>^tM^^^ c Kt>SF 
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ti>ICX|||»ff«f (Bernstein F. C. et al., J. Hoi. Biol., 112, 535-542, 1 
977) feSVMin^trrL-^-^UV^ (Tempest P. R. et al., Protein Eng 
ineering, 7, 1501-1507, 1994) ft^lCJiftttfltOStiMWS©^**^*** 

MCD R**«#(Off»Stt*««itS*lTfe 6-r : tt**l*n/D«t# 
[0 0 9 4] 

ti h«flt©VHfeJ:UtVL©FR(Dr5y»38afi(0**tt* ffl^DNA 
J»IM*»c^T2. (2) KiB«©*iSK:J:y. -eotMMWIfcttJfe'U 

^ £ &5ifg ut, a »©w#»x*ftfe <= DNA ***** 

[0 0 9 5] 
[0 0 9 6] 

(7) iFGF- 8#fnCDR#«^##m*#*-©*3l 

2. (i) izmmot. hittiti*mLm*9*-<nK*&ft <DCH &* x * ch * 

3-Kt*DNA<D±«C 2. (5) *J:tf (6) tiiU^FGF-8« 
SfDCDRfi»VH^mL?:3-mcDNA^n--^U ift 
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2. (5) (6) t^FGF - 8 WDRitWVHfiJctfVLS: 

[0 0 9 7 ] 

(8) fchflStft#©-fctt#*fc±tfffittff« 

(4) mmaffiFGF-a^^t^mfaft^?*--* 2 - m 

F G F - 8 D RlMttMMtt*** * ~> ** 6 fclMLfeJMl* 

iWirefcJBv^-fctf"****^ *©3B«©i«3#e>, cos-7» (at 

CC#f: CRL-1 6 5 1) #-«!CfflV*&n* (Warr G. W. et al., Metho 
ds in Nucleic Acids Research, CRC press, 283, 1990) . COS-7«!a© 
w ^-^ ASi :bt», DEAE-r^h7>S (Warr G. W. et al 
., Methods in Nucleic Acids Research, CRC press, 283, 1990) , U/ff^x? 
i/m>m (Feigner P. L. et al., Proc. Natl. Acad. Sci. USA, 84, 7413-741 

7, 1987) 

[0 0 9 8] 

FGF--8©?SffiS:ia« : 't* l t»f(I?SttS:«i#bTV^^ife»^S:l. U)JC 
BffllR©lllIlfi*W«a«FT * -fe -f 3t^t*t5 0 
[0 0 9 9] 

(9) t bfl;0t#CD5Sc3e«*fe*tf?SttWflS 
2. (4)i3ll©«iFGF-8W^^#^ ir, ""* feli2 ' (7) 
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izmmvm fgf-8#*hcd R®mm&ftm« *»a nmzmmzmx 

[0100] 

88^2-2 5 7 8 9 1; Miyaji H. et al., Cytotechnology, 3, 133-140, 1990 

XS P2/0-Agl 4ffifi (ATCC##: CRL-1 5 8 1). V9*P3 
X63-Ag 8. 6 5 3» (ATCCf # : CRL- 1 5 8 0) , 

(«T, DHFRlfi?k*t) ^fbtCHOM (Urla 
ub G. and Chasin L. A., Proc. Natl. Acad. Sci. USA, 77, 4216-4220 1980) 
, h YB 2/3HL. P2. Gil. 1 6Ag. 2 0» (ATCC##: 

CRL- 1 6 6 2, &x~F* YB 2/ 0«JBil» , r) VtffcWT&fl*. 
[0 10 1] 

jtfjK* t b WS^IC^ltS^fi^^ G4 18 

(G418 sulfate ; • T* KU * 

J»i6Tf««-rsrfcK:*y»iRT?«* (Shitara K. et al., J. Immunol. Metho 
ds, 167, 271-278, 1994) . iMMBWIffi*** l'**- RPMI 1 64 Oig 
(B*S*ttS) . GIT^ifi <B#*W±R> . BX-CELL 8 0 2** 

Hybridoma-SFMJW (>f >lf b n S?x>ttK) . *fettin6Wt 
C*$/J»J&Jfii» (FBS) fe^©#*«W«f«:«W^fc««**Mv^ill««T! 

ISttttimi. (4) CUKDBLISAft^UI*"?**. 

d h f R««s?*ff»««3nm br n bfttt#©*a*«:-t#a** r 

£#"£^•5 (Shitara K. et al., J. Immunol. Methods, 167, 271-278, 1994) 

3 9 2003-3006018 
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[0 10 2] 

SitmS (T^tf^-f-^-T ■9#9hU--7iaT^ chapter 
8; Coding J. W. f Monoclonal Antibodies: Principles and Practice, Academi 
c Press, 1996) . *fe, *©«K:, »*©MJt*J8V*&ft**«rattft*« ' 

^»a*&tt^*Tfjv^, wtsrt^ts. wnfethflsR^na 

S-P AGE ; laemmli U. K. , Nature, 227, 680-685, 1970) ^?X*#>:/ 
(7^r^X-r-5^b'J-"7-a7^/ chapter 1 
.2; Coding J. W., Monoclonal Antibodies: Principles and Practice, Academi 
c Press, 1996) 

[0 10 3] 

»igbfcn hft^o^i^fts, m-m^i: hxmm* bitffii*** m 

-ffifttLTWMVfciriKhJ A^n^'J ymib*m^f=.wjmi . (2) icfB 

tt0**ftlttl£& *®^9X*e>*» (Karlsson R. et al., J. Immunol. 
Methods, 145, 229-240, 1991) J: »J WJM**. F G F " 8 ©«. 

ttfcB«*s#wrattfc##kTv^fr£e>#ft 1. (4) &csB«©M*tM 

[0 10 4] 

3. tM*mtf©fP» 

1. ^3«fct>*2. |C««©ttFGF-8iW s ey^n-^A/«fl5, 

JCJ:*;, f^SSt- gtft^ilbtH Fab, F (ab* ) 2 . 
Fab' , scFv, Diaboiy, d s F v, CDRt*»^fF*^ 

[0 10 5] 

(1) Fab ©f^iSI 

4 0 miiE# 2 0 0 3-3 0 0 6 0 H 
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Fabtt, «F G F - 8 *5m«#feKBK«*MtW-f yX'fmtZZHK 
<fcU. ^itSrt^T'tSc /^MXiD^I^tt TGOffL&tf^WT-j >A|g 

gGWFc^^lO> ^-3&FabfcbTiaJR > r«i4:« c T?** ( Godi 
ng J. W., Monoclonal Antibodies: Principles and Practice, Academic Press 
, 1996) . ^nf >f >A«^ttfc#feftVM gGW5^©«#©iHtt, -f 
*>^«^n^h^97-f-ICJ:y. F a bl*««W«Tt»»a*l.**^*^IB 
JR-T^r £#"£^5 (Goding J. W., Monoclonal Antibodies: Principles and 
Practice, Academic Press, 1996) „ F a b tt, *M@£M^T&^X 

^WJCfNR-rS^t*^^*- 2. (2) , (5) *5<fctf (6) JC«B« 

©WVf€&3-Kt5DNA5:, F a b^M-^^ #-lC* n-->.^b 

t^TJSS. p I T 1 0 6 (Better M. et al., Science, 240, 1041-1 

043, 1988) &i£tf2b\f e>*l£ 0 F a b * - 

fJA^^xSVMi^U^^XvMlCF a b&^i«StSrt^tS. £*A# 

t§ (Borrebeck K. , Antibody Engineering: A Practical Guide, Oxford Univ 
ersity Press, 1991) „ 
[0 10 6] 

(2) F (a b* ) 2 <Dftm 

F (ab')f iFGF-8«#§:iai«i^^^>^It 
SitKIiy, ^|St6-il^tS. FabtlU^©® 
M»f|5K:J:y, ±£-&F (ab' ) 2 fc LTEURfS Z. 4l#T?S* (Coding J. W 
., Monoclonal Antibodies: Principles and Practice, Academic Press, 1996 
) . 3. (3) ICfB^Fab* N* -o-7x~y>^W5 



4 1 
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t^Z-Zm^ 5, 5' -V**^ (2--hn^ft) (DTNB) T?» 
JgU ^;V7-f F^StS^j:oT%^tSI^T't5 (McCaffer 
ty J. et al., Antibody Engineering: A Practical Approach, IRL Press, 199 
6) . 

[0 10 7] 

(3) Fab' (DftWk 
Fab' 3. (2) KHMUDF (aV ) 2 $:^t^Wh-;Wl 

7craaut#5iii^t5„ ^fe> Fab' zkmmitm^xmtett 

m&}Kftm~$-Z>Z MiH 2. (2) , (5) &i:r>* (6) &C§3« 

©m#<Z>VfI^£n-P^£DNA&. Fab' m^M^t # -K* n 9 
U Fab' 38^*#-£^irt£rh^£3o Fab ' 
bTte, 2. (2) . (5) £<J:tf (6) ICfB^m^VfM&n-K-rSD 

pAKl 9 (Carter P. et al., Bio/ techno logy, 10, 163-167, 1992) 
fc^tf&if e>*i&., Fab' 3§^/^#-£^&*®SK*AU £*A#&£ 
VMi^D^XvJSlCF a b' fc^^S-SS^tf^So «A#**6>tt, 

& (McCafferty J. et al., Antibody Engineering: A Practical Approach, IR 
L Press, 1996) „ 
[0 10 8] 

(4 ) s c F v ©#§£ 

2. (2) , (5) *SJ:tf (6) |C««<Ott#©VHfiJ:tfV 
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t§o jKU^^ FU fOW^VH, VL©^^<Z>M-£tC;*tbT 

&#bfcV*J:e>K:ft»ft«wfc#Sir"e, «^.«PantolianofeK:J:ya%a*lfe 
fe© (pantoliano M. W. et al., Biochemistry, 30, 10117-10125, 1991) 

v x it t tu 5: afc^ b % (Z) & m v * -5 r i: # t* £ £ . 

[0 10 9] 

#$gbfcDNA£s cFv»^^-{C^D--V^U s c F v$gJH^ 

D N A ^ II ^ lil ^ ^ ^ ^ * <^ ^ ^ ^ ^ v ^ * ® ^ v N S ^ ^ ^ ^ ^ ° 
pCANTAB 5E (T7i/t A • yW**-f x>*/X*fc«) , Phf 
a (Lah M. et al., Hum. Antibodies Hybridomas, 5, 48-56, 1994) 

I^3t5iilt% 7r-^Ii: s cFv#7r-yiffi5fiS^tf^ 
Hffl^scFvilt^m't, ^y7"5X7llC»«Stfe»^tt 

«&?&#b, e#:^iaiRi-srt^i?^So y ? >y&$>2>w£m 

<DWfr%Lfrb&, |»>f*>^iJ|^nvh^97-f-*S:ffiv^«ri:»cJ:y, 

&s c F v ^^Ig-T^r il^"e#S (McCafferty J. et al., Antibody Enginee 
ring: A Practical Approach, IRL Press, 1996) . 
[0 110] 
(5) Diabody (DftM 
Di abodylt ±IH®s c F v feff«t«*0#'J K'J 3 

~io^igm:ts-^t', flssrr&dfctfT?**. 1 v he* 

tfVL£MV>fe#lirlCtt, 2f©Diabody?:, 2gi(Oift©VHfeJ:tf 
VL&JgV>fc»-£«* 2#Mtt2rft^Di a b o d y^t*ii:^t4 
(Le Gall F. et al., FEBS Lett., 453, 164-168, 1999, Courage G. et al., 
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Int. J. Cancer, 77, 763-768, 1998) „ 
[0 111] 
( 6 ) d s F v (DftWi 

(2), (5) £«fctf (6) lzmM(Dffift<»VH&£T$VLl£n~- FtSDN 

*ifcDNA&#irrso T^;mmM(D!sxT^ymm^o)<&mz2.. (e) © 

v^ffl^?-IC?D-->yU VHJ3«fctfVL©3&^#*- SCSI'S** 
-t^ttS. dsFvM^^-^Ult dsFvf(DDNA»a. 
^m^^-SfeOT'feniiVN^^S^CD^MVN^^il^T^So PUL 
I 9 (Reiter Y. et al., Protein Eng., 7, 697-704, 1994) t£l?ifi3b\fbto& 

tWi/«aH*lcJ:»K S6> o* eiter Y - et al - Protei 

n Eng., 7, 697-704, 1994) „ 
[0112] 

(7) CDRm^fK©^! 

CDRW^f Kfcfc* Fmo cffifeSVNttt B o c«6»©flS^^*JC* 
otWSii:^^. CDR%t^fK&3-WDNAS: 

f F^^f-S^HtSia^SS. 3&3U8'<**-fcbTtt, CDR& 

(Z)=&;gv%££i:tf-e£&o Mx.il plex (>f y\£ hns?x>tt«) > pax 

4a+ C^etf^vj,^ (MoBiTec) *±8g) & if#*tf&*l*. StfR'** * - 
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ra*«T**S (Re iter Y. et al., Protein Eng., 7 , 697-704, 1994) „ 
[0 113] 
(8) *Sf£GDfM5 

2) ££tt<Z>*»&R!R£& ^If^X^^ftW (Karlsson R. et al., J. I 
mmunol. Methods, 145, 229-240, 1991) tkUKX. yWS£T?38S- * ^ FGF 

[0 114] 

4. #&lJ!©*Kr*;13J:tff&*QI8 
tFGF-8 tpsfttffiflctt, »K^«t»©*«« * tfWLfc© F G F - 8 £1*4 

U FGF-8KIJ:y«l#Sn««»©ilitt^^yy^^®^* ;6a,1WU * 

F-8c*y«#an*»K«ift©*»&a'iW^*«***^* fe ^ 
««flttt»iai«i©«i* * tf**©** & - * * c ^ >J 

6 d k ic «fc y Rl« * tf^B&SII fc * o Hflfft tbt ttXflttt 

[0 115] 

#lF G F - 8 ift«lttfltt«-r * Ml*, I&**41 bT « r % 
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[0 116] 
[0117] 

»^©*SIS, /KUxf ^ntr i/>^U 

[0 118] 

*^-fe^, &sm, mm. mtomm*. %m. ?wm. s/a«, 
a-x, if^^>^©^M, fllMxxx;i/#©#®?SSM. ^y-fey>*© 

[0 119] 
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02 0 0 1-4 0 0 6 7 7 ^ 

[0 12 0] 

[0 12 1] 

iFGF-8 rpmmi^^^mm^ h y ? * x ir& - & 

i^mn«Hia©ii5B&#P^s-^^ ^ (1) feJ:t * (2) ' ^ 

JKT (3) ^^TO^M^^l/iJ^C^m^^^b, 

ffrlfc^ & £ £ if e> J; o T %IW7? £ § . 
[0 12 2] 

(1) FGF- 8 C J: IMJStt 

> ttiHHifts imwmm* e> ©«*H^©«£<p*iii &is* a b r=. r v * >f k: 
' jc«fey-en-?*iWflfT?ss. 

[0 12 3] 

F G F - 8 cp jfn^ % M b h »iD b & U IC ^ 1/ - 

b jca#-r « Mfl^ b y y * * ®* z. t k <t y wmr-i* z . mtt^f- 
vhijy^x ©*a:^^-f > »wc * y 3W * fc ^ y a* ^ ^ ^ y * >®* 
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02 0 0 1 -4 0 0 6 7 7 ^ 

f g f - 8 #*mita>9toK* »; b«*i*»** «EHtiMt*»««©»«ff« 

[0 12 4] 

Prlce&©#« (Price J. S. et al., Arthritis Rheum., 
42, 137-147, 1999) |C«oT»fWWIbfe^2/**»**Mr*> FGF-8 
#4TT'$lFGF-8 #5ftJ#L# & Sft b ** b & V U ^# 

fli^So FGF- 8lC«fc*;M#StlS«WBS^l- T J V 9 *0>W,'p-&> mFGF 

- 8 tt>*itt*a«aric* uiataw^ iw»#a:«*««©»«ff 

3filtT8fe^3t5;y;*>Ol^ J******-!/^/!/-* (Chandr 
asekhar S. et al., Anal. Biochem. 161 103-108, 1987) KTWjrr**»*fc 

[0 12 5] 

(b) 

US* F G F - 8 #^T*efitF G F - 8 tp^«£#S:»iDbfe 

g f - 8 rf»5ajjR#©**K: * y Pif^si^ & 

[01.26] 

3tt, WYh'Jy^^n^t-t-3ELI SA^fA (TV 



4 8 
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& (Green L. C. et al., Anal. Biochem. 126, 131-138 1982) C 

[0 12 7] 
(c) #®JR 

#!RiRtt. KusanoP><Z)#2S (Kusano K. , et al., Endocrinology, 139, 1338- 
1345, 1998) «oT, F G F - 8#«T^F G F - 8 **HfE 

» * »u b t «ai b * v b , ^*_tm 

v>&fc: Fn^^n'J«5:lWii:tcj:^Itt5. fgf- 8tc£ 

yiE5i3*i*#i»jR^ m f g f - 8 ^muwBMK ^yif^tis « 

fcJHUiiltoi: Kn*s/^n y 36, 277, I985ic^ 

[0128] 

(2) mmm©if5BWJ#ffl 

tmiMOiX^ * ¥©*BIIMS«: F G F - 8 #4Tt^F G F - 

8**i«#&»iDbfc*^i:»#b<fcv^*-&T?««b, C 3 H] f^^ 1 ^ 

FGF-8CJ:y«3»an& C 3 H3 

ya»*««> «FGF-8*fB«t#©»i»K:j:yia*a*i«»^ 8*ffitfM*»iK 

[0 12 9] 

(3) MIJt^^^^lfr^^MVxfe-f > • tf^T*tf>iP« 

Tte©W»l*#rc^*»* &ffiv ^ F G F ~ 8 ^Zffi F G F ~ 8 
ffi#<D W»**K1#* *»* &» * & . W«f ft***^**^ F G F - 

i?m^RSil^bTfflv>srt^T'^5i:#^e>*i§o 

[0 13 0] 
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ifc#g«§^-r6MRL- Lpr/lp rVW (Hang L. et al., J. Exp. Me 
d., 155, 1690-1701, 1982, 0*^-/1/* • »J A - J: »J » A «TtB) . *S«t5BB 

fcA«UTiwan65v b • 7 v ******* ( Taur °e J - D - et al 

., Cell. Immunol., 75, 271-282, 1983) , »«Kl#VMIffla9-^>*:T^3. 
^>Vfcfc*)JC^ffibT»S£S^:S*T9^ • n^-y^MSlS^^V (Stuart J 
. M. et al., Annu. Rev. Immunol., 2, 199-218, 1984) & £ Sr&tf* £ 

[0 13 1] 

^□-GP £J^T, jfiL»rffCD-m'fKa*«K&Tracey6>(Z>*as ( 

Tracey W. R. , et al., J. Pharmacol. Exp. Ther., 272, 1011-1015, 1995) K 

[0 13 2] 
[0 13 3] 

1 9 8'5¥, Guingamp C. et al., Arthritis Rheum., 40, 1670-1679, 1 
997, van der Kraan P. M. et al., Am. J. Pathol., 135, 1001-1014, 1989) 
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[0 13 4] 

^^^^Sa^^^^^i-^S^^^M® 5 ^^^ Colombo*, 
(Colombo C. et al., Arthritis Rheum., 26, 875-886, 1983) 

il, 92-98, 1966) JCfcyfWT?**. 
5^. € ; 3 - KMItl^^ffiBBflS^*"^^^- Guingampe>(D^ (Guin 
gamp C. et al., Arthritis Rheum., 40, 1670-1679, 1997) ICS£> 9vh<D 

mmmm^J a- Kiimit^w. 

[0 13 5] 

-f>»«U ^ >J 3*^ ; ^ U *>©lt^f^^»'>^-« (Chandras 
ekhar S. et al., Anal. Biochem. 161, 103-108, 1987) KTWfe~?2> - 4: ^ * 

UHMt* (IBMvh'J &iF««.> 
[0 13 6] 

« F G F - 8 *fOJft# & 'EfMMhCS^t £ & «fc t*R#«* 41 b T 

tt, 4: J& w^l«ott«^l«*c* ttlSS^t * r 4: #t? « * . 

[0 13 7] 

~4i, *fett**i«±©ia»K:^T«*'r*i4:*»Tf**. 
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[0 13 8] 

f g f - 8 imm^&vzmmmmwmm. ^ u * * x©a* 

±Hf=IFGF-8m FGF-8-i:1*ftfiC»^U FG 

o mmx^^mw^nhxit. ±iB4. iciaigbfe^/R^feW&tis. f.gf- 

[0 13 9] 

*»W©»WrI6K:'§eMS tb*^F G F-8i*tbTH F G F - 8 fcifWW 
[0 14 0] 

^(Oiiit^^ns, Jn;FGF-8^#:l±, ±SBomF G F - 8 *5f0 

tfnk<DmiHk8k£ mmiz setts ~ f g f - s 

sr££Mb&VN 0 ^FGF-8*fnm#&, *»W©*Hr*i:bT«fflajns 
StFGF-8Mi:l/tfli^srt:%tSS. *»W©»»rl8K:Mvx6»nsttF 

GF-8»*ftii:l"CH My'JK-VRM1 3 3 4 (FERM BP 
- 5 4 5 1) MtS^^D-t^KMl 3 3 4, MiI#KM3 0 
34 (FERM BP-7836) »^7^KM3 0 3 4^ 

[0 14 1] 
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[0 14 2] 

6. *&m<Dm&&<Z>Wfel3&i 

, qkitammft'? h v v 9 *oimi£mm-*z>T& i &**>^ f g f - s ©s#*tan 

[0 14 3] 

mvrcmmmmm. mmmzm^r. «&3^im$bc##-3-5fgf- 8 & 



[0 14 4] 

FGF- 8K^Stfi#fcMv*TW#IC$&3ibfcFGF- 8 &&«E5*ttK:tfeffi 
i3J:a^'*fcttfc**S#«&fcl>Ttt, «»«<W»,.»3W!l*»36tt (E L I S 
A) , ttimMMUUmtftt (RIA) , ftfttttt£&& 4MMWWfefc« 

y*, 1 9 8 7^, H^-fb^, m&tt&mmmms. ft&§ntmm&&. * 

jRfl^lHA, 1 9 8 6^) ^H?:M^S^il^T*tS. 
[0 14 5] 

^^*>vfr&&> ifciK (Goding J. W., Monoclonal Antibodies: Principles an 
d Practice, Academic Press, 1996, SiUUHzifc J:tf3c#K«, #*n->tft# 

V (FITC) $,SVMt7^3^U^U>«lif«)^ifelST?^^bfe^^^^ 

^n>nj ymfaikfcmzitt&i. myh&m*7u-v>( bt-z-x-m^z* 
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^ 0#2OO1-4OO 6 7 7 ^ 

[0 14 6] 

(EL ISA) fcj:, ^Ufeg5IP©^feS^ttM^ tf?£fc 

[0 14 7] 

Mti&mnmm&mttt&i (ria) ^ibfc^iifc»«s^ 
zxmMmzwfe-tz-tjmx&z. 

-if, 7;WJ 7 1 X 7 7 - -^^ if T^ll:il b feSi-f A 7 ^ U 

**««©#^tt»igiRjSfc j: vft&~?z>mg;zta%.xKj& 

^^SMVAT^-rS^T^y, 35cm (Goding J. W., Monoclon 
al Antibodies: Principles and Practice, Academic Press, 1996, Hfllf^Zl 33 

1 9 8 7^) *lCffi«3*lfc:£«&MvxT«e>££tfT£S. 
[0 14 8] 

7i7^7n>yfr^R ^IIbfeSlg^5©|ffl5S&SV^^iTO, **ie>©« 

s d s ^wyzf^mmmwLKmm^x sds-#vt>? 

^TU^i^iLfe®^ jKU^yfillf-U^ (PVDF) JRtC«^ 
U ^CFGF- 8m^5:M^^i^> if, Tfrjj V 7 it X 7 T & - 

1ffc£<D«*«S»&ilSl/fefft>f :7*U >l»£&J&3i*fc^> 

mx$>z> 0 

[0 14 9] 
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[0 15 0] 

^l/-hJt©mFGF-8«;#lC*S^bfcFGF-8K:Se)lCt)e>- 
[0 15 1] 

ftttfl 1 9*«t*W«l© F G F - 8 K J: &M*y h U V 9 XOftMtmft 



KfeJ:0f3IIJ:yTa«ara&(D*tt (Tamura T. et al., Eur. J. Pharmacol., 419, 
269-274, 2001) CftoTdWItfe. *fc;b1&W»BM*i3 J:tWI«»** 
ffiU tttttlWtbfe. T^iWIfilWW-eSHMt m#*»b. o 
4w/v%7f f t-^mi 0 v o 1%FB SWMEM (KT, F 
BS?:ttfDMEMl:FBS/DMEMJ:Et) tfn?3TCT? 1 HMBU S&JC0. 
0 2 5w/v %35yt-*P 1 0 v o 1 % F B S/DMEM^ 3 7 'C 

*bfc*#IMfcl 0 vo 1%FBS/DMEMICMU 1 0 0, 0 0 0i/ 

aL |:M« *ci« bfeo r <z>*#Ml * 2 4 - h<D&V 
x^lmLfottbt5%CO r 9 5% a i r *«T, 3 7^lCTig#b 

fe. m#«^n>7;ux>McMbfe^ mmm*o. 5 v o i%fb s/d 

5 5 ffifE# 2003-3006018 




02 0 0 1- 4 0 0 6 7 7 ^ 

MEMK:*Slb2 4l$|H***bfc. «*tt&»*U 0. 5vol%FBS/D 
MEM (ayhn-*, *Mt) , FGF-8 (1, 1 Otfelil 0 Ong/m 
Lj/^O^y* (Peprotech) ft*tfO. 5 v o 1%FBS/DMEM 

|^FGF-8 (lOOng/mL) G F - 8*a^KM 1 3 3 4 (1 

S^fettlO/tg/mL) fcfc^tJO. 5vol%FBS/DMEMHmL 

^^tt3©^U3t^^U^>fflI&^W^^>^>- (DMMB) & ( 
Chandrasekhar S. et al. f Anal. Biochem. 161 103-108, 1987) ICTMSbfc 
. 5miol/L L-S/^^>f>*ifc*-*^*«:4lI^ , r»ttflSl/ 

fe«#ffl^>f>««?R (0. lmol/Liitb'JfA, 5 0mmol/L 
EDTA, pH5. 8) Cl»iil« ! 2 0 *t g/mLIC«!5 ( 
i/^-r^KV^fltiS) SriDiL, - ©m&JtiB©*K#imj^£^bfc^ l/- 
h0)#tf:c;WClmLl*O»llU 6 01CT?-Wbfc. 3©JIHfc*7 5 #iL 
Kl*»^r-^>***'(2. 8 8mol/L.S1^7-^ 0. 0 5 m o 
l/LWWti-hVy^ pH6. 8) 2 5^LtDMMBM2 0 0 ^LM 
U 5 3 0/5 9 0 nm©W«U Ffc bT«B b^aV F 

u^^ymm (•9-*«K#t&*> fft^xiti) 09&hmtfib**>'?n'<x>rv 

nmUB (SE) *#tbfco 
[0 15 2] 

-£(A^£0l£J:tf2lC^-3\ FGF-8S1 0 0 n g /m L CD^S"^ifflflS 
^vbU y ^^iti(OyU3^5/^y*>3«#*«:**^fi"Faiirfe (01). 
Zl(3Dril«> F G F - 8 ^#<Z)jmBS^ h U y ? {Est 
~?Z>Z.HZtxVT^Z> 0 «FGF-8tt#KM13 S-4»FGF-8ICJ: 

KMWbfc (02) „ bfctfoT, ttFGF-8»t»W«#0«*CJ:^ WS«tC 

[0 15 3] 

2 ^flIJI©FGF-8 KJ:£i&&<Z>te3Ii:#t#K:.fc&R&W 
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^2 0 0 1-4 0 0 6 7 7 ^ 

9-9-^»JR«BISttflamiltone>©^as (Hamilton J. A. and Slywka J., J. lorn 
unol. 126, 851-855, 1981) IC*CT»*Ufc. 1 0 v o 1 

%FBSS*tfRPMIie4 0«« («T, FBSmRPMI 1 64 0@ 
t5:FBS/RPMI 1 64 0i:iat) tplClSMU 1 0, 0 0 0ido96-? 
iA/©««^l/-hK:f«bfc. 2 4Wit, U 
0. 2 v o 1%FB S/RPMI 1 6 4 0 (3> hO-;K AtfOtt) > FGF- 
8 (1, 10*fettl00ng/mL) fe^fcO. 2 v o 1 % F B S /DMEM 
*fcttFGF-8 (lOOng/mL) JllF G F - 8«#KM 1 3 3 4 (0 
1 > o. 3, 1, 3tfclilOMg/mL) 2vol%FBS/ 
RPMI 1 64 0 x;WC8&StlLfc,, 4 8l?|RP&Ktk 19i^*fc'J9. 

2 5 kB c 3 h] ^5s;>s:asjnb*cse)tc24^ra*#b, mmcmy 

[ 3 H] **3?>©ttlf«efc«fcbfc. *Htt**#^*»6«roff 
V\ (SE) 
[0 15 4} 

-e(D^?:H3^j;tJ t 4}C^o FGF-8iilOOng/mL0iIW 

TV^„ *fe, ^FGF-8»M1 3 3411 ZL <D F G F - 8 tfc#'f£<Z) [ 3 
H ] ^ ^>(2^*j&#ttf)<]EiI£: 0. 3 # g/mLcDla^tSM^^^^^W 1 ^^ 
(H4) . Ifc^ot, «tFGF-8(p^g£«:©tft#iCJ:y, glUSIfclcfcttS 

mmcDilf?® feUHM* S - & ^ % & ■ 
[0 15 5] 

fcglFGF-80WlO, 1 0 0£fctt5 0 0 tig/ 
mLtlTV^ iFGF-8»Ml 3 3 4 i:ft#^FGF- 8©^I»5 

0 0 n g/mLtCbfeo 
[0 15 6] 

-e©^^K5fe«fct>*6iC^ 0 FGF-8&500 ng/mL0|It't h 
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mmmm^n c 3 h] * ^ i?><z>m.*)&&*m&K.mmhtc cm 5) „ 

3. iFGF-8^KMl 3 3 4 iii <D F G F - 8 &#<f$<Z> [ 3 H] ^ 

^ ^>©^Uii^(>D^ji$: 1 /* g/mL©m#^^e>^£^L£ (0 6) 
o Uc^ot, ^FGF-8^m#©&^JCJ:*J, W$^K:fcttS?iiltf>*i5ii 

[0 15 7] 

mmm 4 ifgf-s^otu fem^o^ 

t hWSJSU 'Jfffib^I?:, JCM<Dljm (Tanaka A. et al, C 

ancer Res. 58, 2053-2056, 1998) iC^VV\°^ 7 A ytyft £-ffr& U ^tFGF- 
8^KM1 3 3 4 ^I^TffiM^^ofc. *<£>%H%k. tbmBVW 
f i!4 3 i©i)|»)lt' ft F G F - 8 AlftT^ o fc. Ife^ot, FG 

f- sitiibmmK^ir^zii^mm^nr^ &t=.. ufgf- smftzm^ 

[0158] 

##$Il *lFGF-8tft|I^^7i:ft©#i 

1. Y^^OfelFGF- 8tpmffiifc(DVW&1t^- K^S c DNAtf)«L fl?#f 

(1) -?VX(DffiFGFr- 8tpmitifa£.m^4~7V K~ VjffljB&fr e>tf)mRN A(Z> 

T^XODiFGF- 8cp5ftHE,/ ^n-^;!/^ QXT> *(l F G F - 8 *fDV ^ 
^ift^ttS) S:4itSA>f^';F-7KM1 3 3 4 (FERM BP- 5 
4 5 1) 01X1 0 7 m%&£ V. mRN ACDSS^^^ M'l>§77^ h Y^V Z 

[0159] 

(2) £SFGF- 8tpfDV^xm#:©H^^J:^L^c DNA7>f :/9U-tf># 
§g 

ttMlffll^ CD tMbfeKMl 3 3 4©mRNA05 /tg^?>, # >f 
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cDNA^bfe, ffUbfe c DN A^ift 2 0 a L©«l*C*ff«. 7# 
D-xM^ilCt^Ib, I g G ^ 7^0^#© HtC^lStSS&.l . 5 
kb©cDNA^il^7^0LllcMn$!ll. OkbCcDNABiftS 
-etl-^^0. 1 /igEURUfc. *Kl', #*<Z>*&1. 5kb0cDNA|f|tO. 
Ugfiitfifil. OkbfflcDNA^O. l/£gt, W§ii£oRIT 

apii^^-i g &Jiz APii^n--^ • h h9*$?->*fcS8 

4 p'LttifrtyVUrtv'r-Vvy ' ^^^n - zT-/l/K (Gigapack I 

I Packaging Extracts Gold, Xb7^^->ttl) £JS^T, 

»{Cfi£v^ ^77-^^-^^^^ ISife*I*«XLl-Blue 

(X b^* >%tSS. Biotechniques, 5, 376, 1987) lCj^!£it 
T, KM 1 3 3 4©HicDNA7'f^7'J-^J:t) t LlcDNA7>f^'J- 
iibT^tt-eM&s. 1X10%L 5. 5Xl0 4 lO77-^n-V^ 

[0 16 0] 

(3) tFGF-8^t?^ft©HifeJ:^LicDNA©^n-^>^ 
##«1©13C (2) T^SSl/feKMl 3 3 4©H«cDNA5-f7*7'J-fi 
il)!LicDNA7^^-©t>fn>^^^&> ECLlt»«**«*ffl 
V 7.7-1* (ECL Direct Nucleic Acid Labelling and Detection Systems, TV 

m#:©Cfl^O)cDNA CHf«T9XCy 1 oDNAfc*fcDNA»rtf (Fren 
ch D. L. et al., J. Immunol., 146, 2010-2016, 1991) , LI»79^C k c 
DNA^DNAfj^ (Hieter P. A. et al., Cell, 22, 197-207, 1980) ] 

«#i o*n->nfc#bfc 0 fctc, izAPii^n-->^- *y h 
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a-y&m) (D&mmmmizft^ • a* vivo excisi 

KK:^*ftScDNA©*LMB#lfct^*'- *W ' ' * 

, y ^ . A-^ 3 >2 (Big Dye Terminator Kit Ver.2, T^9>f K • /W*5/*. 

*y-ftftbfe. CDNA05' *«Kl|l»=lK>i:»)eatl*A 

TGjBJS##«t«S^iift*H* cDNAt ^^ 5 KpKMl 3 
34H7-l«J:0fL«cDNAm^5 KpKM1 3 3 4 L7-Uff 

[0 16 1] 

( 4 ) ffi f g f - 8 tpfo^ ^ vmm<D mmwmm 

FpKMI 3 3 4H7-ltC^*tlTV>fcVH0^S 
KMl 3 3 4 L 7 - 1 KL**ftTV*fcVL©^*Wai«:, SB^J## 4 ICffl^ $ 

fei«b^FGF-8^7f«KMl 3 3 4©HffcJ:tlLi©N 

NAti^i/Wra^^FGF-SY^^ftKMl 3 3 4S:3-Kt 
5 cDNAt&'J, HgUC O V^ T \%mm% 2 CBt©7 ^ >> MMm® 1 

[0 16 2] 

$iFGF-8W7-?^KM1 3 8 4©VH£J:tfVL©T3 ^« 

. (Genetics Computer Group) &J5V^ ©6#©^a«© 

yKBUff^-*^-^ (PI R- Protein y y 5 6 . 0) &B 

6 0 ffiSE# 2003-30 0. 6018 
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LAST (Altschul S. F. et al., J. Mol. Biol., 215, 403-410, 1990) K£ 
FGF-8^7-?«KMl 3 3 4 OVHfe £tfV L\*mMteT$ J mm 
[0 16 3] 

ttFGF- 8tfJ5fOV^xm^KMl 3 3 4©VHfeitfVLfflCDRl 

7 ^^KM1 3 3 40VH0CDR 1, 2 33 J: 3 <DT $ J 
*lW*J#*5, 6M7C,VL©CDR1, 2fi*tf3©7$;MJ!l** 

[0 16 4] 

2. kfgf- 8^m^^^tfi^W!mmm^m^r=.^mm 

(1) iFGF-8W^7iM^^^"PKANTEXl 3 340fH 
W09 7/1 0 3 5 4 ICEiOfc bft^lffl^f ^ - p KANT E X 9 3 
fc##«l<0 1* (3) FPKMI 3 3 4H7-lfcJ:t>*P 

KM1 3 3 4 L7-lSfflV^FGF-8tp#*3l5fii#»S^f-PKA 
NT EX 1 3 3 4 &fitT©«K:bT«ifibfe. 
[0 16 5] 

tfUlOl^ (3) 1?#^fc^5KpKM1 3 3 4H7-lO50n. 
g^ilfcU BW#*11, 12C|«{Dtl»llHt«^DNA (Vx. 
ytyh (GENSET) S^^^-ilbt^ISO. 3 /tmo l/LJ:ftS 

ttW#K:«lr^ 50/ t L©^*f94^CT'2»ibfct, 9 4T3 15»W 
55 'C3 0m 6 8lCl^(Z)Mt'3O^^^0PCR^ofe. I£M 

j»*ftx*y-/i/«fcjRbfe«, u i o ^&<Dmmmm am i ( 

(New England Biolabs) *±$g;j £ffiV^3 7TCT?1 t^lSStfe. 
KSJfS**r3(fn-^^«»»»K:t^Wl^ **°- 4 7 k b <£> A_p_a_ I — N 

oti^&mo. 3 (i gtHji&bfco 
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[0 16 6] 

t Mtmfls^/B^?* - P KANTEX9 3<D3 * g& 1 0#S©f3 
M Ap a IfeAtf 1 0*&©*IRMlNo_Ll fcffl^TS 7 TC Tf 1 l*iaffiiiS 

»&)£*&7#n-*^/l/m&*l&K:T#]BU »12. 7 5kb©A 
pa l - No t I ®r#fe$l2 a gEJi&bfco 

&&c, ±ia^#&nfcPCR^**©No_Li-AjE_a iw^ro. ugt 

^^X^ FpKANT EX 9 3 a^(D No t I - A p a I W\ K 0 . 1 S^* 
1 0 n L ©MKTMciUX., • /W (Ligation High. 3f€#Jlsfr«*± 

SSI) *rfflvxT3fiBLfc. 3©«lCbT#6*lfc»iJl^.^9^5 KDNA»*fcffl 
V^ilJMl 0 9i$:fliib, ®7lC^Lfe^^^^ FpKANTEX 
1 3 3 4 H£#£„ 
[0 16 7] 

#CfC, t^JlOlS (3) T-mbZltc-J^X^ FPKM1 3 3 4 L7-10 
50ng^«U IB#f##l 3, 1 4^fa*©m*I3^J5:^ , rS^DNA 
(*?x>i2y M±S8) ^^-fY-tL/T^HO. 3/nnol/Li:S:Sie> 
IZJMX.. KOD^ • )KUil9— S&MV^T*#<0*a«i9l#^VV 5 0m 
L©^*e* : f9 4r;*T?2^|SI}W»Ufe«, 9 41C15m 5 5t3 0m 6 
8°C 1 ^HfflCD&frT? 3 Oif-f #;i/<£>P CR&£S£fXo£:o 5: x 9 J - ^ 

!»iRLfc©fc***K:*#u io#fi(DiBRiiicoRi (%.mm±m) & 
1 omfe<z>ftifBs»ai B s i wi c-:x- • -r>^9>F • am^^^vx^± 

S3) SfflVNTS 7-CT?l«?ISI^Sii:fe- l^t?:T^n 

t^>iL, *&0. 4 4 k b(Z) E c o R I -BsjWI^^O. 3 a gEURb 

[0 16 8] 

#C*C, J:iHT?f»&*lfe^*^ FpKANTEX1 3 3 4H©3/tgS10f 
-6fcCE>ffiff|SR»3RJE_c_o.R I £ J: tJP««**B_§_LW I %M V>T 3 7 °CT' 1 B&K&JS 

si±fe„ ^sjs^^r^n-x^m^i&icT^WL, *&i 3. 20kb©jE 

c o R I - B s j.W IBjffSISlZ # gtHiUlb^o 

7&ic. jiia^&nfcPCRjg^a*©E_c^Ri-B_s_i.wiWr^ro. u 
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gh^X^ FpKANTEXIS 3 4Hft^<O E c o RI- B s i WIffrfrO 

ingt«i-o#iL©ll«*K:jir*, 5>f^^3>-A>f (*#««ttfc* 

X^ifJMl 0 9tMiIb, @7tC^bfe"/^X^ KpKANTEXl 
3 3 4 

[0 16 9] 

F©4 0 0 ng&fflK \Zv9 ' #4 ' ' * 

[0 17 0] 
(2) $lF G F - 8 *$J^r^ 

— pKANTEXl 3 3 4 ^^VNTmFGF-8*foap^7m^©l&«IHBT*a) 
3£JS£:£rF<Z>$l&c btft o tea 
[0 17 1] 

-J^^K KpKANTEXl 3^3 4©4/tgS:lXl O 6 tt0DHFRie 
^aCHOlB (Urlaub G. et al., Cell, 33, 405-412, 1983) AI^ b 
Q^l/— >3>& (Miyaji H. et al., Cytotechnology, 3, 133-140, 1990) \Z 
*y^A«, 3OmL0IMDM-lXHTtW>h-FBS (10) Cl 
0%^«fFBSil 1 XHT*^>bS*tHMDM«« 

) clOOnL/erx^'fodftLfe- 5%C02>f>^-^-^3 7lC 
, 2 4^tUm Sii?:IMDM-FBS (10) (10%IfFBS 
fc^tt IMDM^fi) fc£«bTS&Cl~2«W#*bfc. B^U--^ffi 
3||b3V7^x>blC<fcofc'5r*A/J:»J«l-h»*IB«U ±f^FGF- 

[0 17 2] 
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$t#{Co^T&2 4 x^W- HdSI«U dhf r»^ifiiH&£*!i;abT 
^lim^SH^ DHFRlfi?»ODHFR(DB«nf*6 
^ vh ^ t - b (MTXsm-r*PJ^tt» £5 0nMHrt?IMD 
M-FBS (1 0) *?2Mtt*ls&. 3EC2 0 0nM, 5 0 0 nMfcMTX© 
'^iS&^^fT■etl^4^<55MT*2iarai ^ O^«S:^V^, 5 0 0nmol/L M 

1©2* (3) ICStELISACiyjlJlU. *«I»K:, MTX&5 0 0n 
M©«*T?*fcIMDM-FBS (10) TrtMttffcfro, ^ F G F — 8 tfcftf^ 

©»JHMR«K: J: (fn-yft) fe«v^ «fgf-8*»^5 

fti»D->KM3 0 3 4^it5«FGF-8(f»flI^^5ai# ; &KM 

3 0 3 4 h^Lfeo 
[0 17 3] 

(3) ftflUDFGF- 8 (ELI SA) 

F GF-8-b [R&D J/XfAX (R&D Systems) UO/tg/mL 

(Greiner) ©#9xMC*ft«ft5 0 m Lf o^ftbtffllt 2BWf 

gU ^V-h*®^iR*S^fcrf FGF-8»«&JRyi»V%fetft, 1%BSA 
SrllrtfPBS (BSA-PBS) S100*L/9x^»^ IStltflS 
jS$fti#t5Sfil^D^bfc„ BSA-FBS^t, 

^l/^xHJiji, ijatiMfS^fc. #^3i;i/&o. 05% 

Tween20^PBS (Tween-PBS) 
JPU5xMCttBSA-PBST?4 00 ^tC#f* b fe**** >> 
*^7fXlg«t (DAKO) tt«] tbWW^^^ 

;HCttBSA-PBSt3 0 0 O^IC^JRbfc*/!/**^*-**^^ 1 g 
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g (h+l) m^mm^^mi^mmtvx. 5o^l/>?i;i/T'M, t?at 

l^MfS^-tirfeo M/&&> Tween-PBST«> ABTS1SI C2 

> 2 ' -r^v-ifx (3 -x^;i/'<>y^y i/u >- 6 

~^A<Z>0. 55g£lL0DO. lM^I>iiiI (pH4. 2)IC?§^U. 
mmW-mfcrmtykm* 1 L/mLt«lfciH) 5: 5 0 n L/V^JWM 
*.T#fr&3-fr, 4 1 5nm(Z)l&M£ (OD4 1 5) £$!!£U ^©M^ttS: 

[0 17 4] 

##M2 JaF G F — 8 cfi^OC D RM>W.ffLifcG>fEWl 

1. tFGF-S^CDRfllWVHfe^^VL&n- FfScDNA© 

(1) ^FGF- 8^CDR^ffi^<3DVH^J:^VL(7)r^ ym»J©l^ft 
£1% tftFGF- 8tpmCDR&mfn.fo<DVH<DT^ ;tS?!ll:P^T©i{-b 
T ^ ffbfeo (4) ^IH^b^mFGF- StfifDV^^m^KM 

1 3 3 40VH0CDR07^ J WMM^^ ^> tl hSift0VH©FR 

0>T^ 7 M3#J£«{k fee :*rA>yh£&. Wi^fet h^(Z)VH$:f © 
r ^ y^H3^J<D^IH'ffi^?> 3^CD-9-^^;i/-^ (HSG I —III) JC^b 

jiffi^SSlCgtF G F - 8 tpmc D R®W.ffifc<Z> V H0T ^ >> gftffl?!JS:«ff- "T* 
r i:i:bfe= <fc UfSttOifcV^ftFGF- 8 4'fiJCDR^^^#;&f£§g'rS£:#>JC 
, mHc&fcoTttfc hjft#l(iDVHCD3«B0W^-^ll»!OFRO 
JWMW? t>> KM 1 3 3 40VH0FR075 ^ ^S5M iK Vn^BIrI 

bfeo fgl^C^bfc^lK:, KM1 3 3 4©VH«0FR07^;iWf 

[0 17 5] 



mi£# 2003-3006018 




2001-4 00677 



»1] 

^ 1 m. 

t b$i#<0 VH «#tJ-^^;U— ^©rtaE^iJO FR ©7 5 /f^E^li: KM1334 © VH © FR ©7 5 J 

HSGI HSGI I HSGI 1 1 
79. 3* 51.72 59. 858 

[0 17 6] 

«S^©aflJftffi*K:«tFGF-8*jBl'T9^*fiE#KMl 3 340VH0CDR 
CDT^ ;II?»feltU K#I##1 5lC|S*<Z)mFGF- 8cfifaCDR^ffi*t 
#©VHfiDT^.^lftBB?OHV. 0£^ftL£ o 

#C*C, iFGF-8WDRii»VL0T^ 7 M0DfeJ«T<z>#K: b 
T^ffbfco 1 (Dim (4) t^b^FGF-8^7-?«KM 

1 3 3 4®VL©CDR©75;»i!J!I^*t5fe«)©li b#L#<Z> V L CD F R 

©y^yMB#l&3B3Rbfc. VH(D«-a-i:l^ilfCL/T, t:h»VL©4iS 
<DVzfyjb-7<D&mm&S<DFR(DT$ J$m&l(Dz>*>. KM1 3 3 4®VL© 

f R<DT$;mmFS£M*)i5^m i &*%-t'2>FR<DT$ 

S23giCtt, «Rtt©lft*IS*«:a%bfe. ^2^i3Ufcit:> -KM1 3 3 40 
[0177] 

« 2 « 

h hta^CO VL ©&1t:/y;i/-:AD*ffiE?iJ© FR ©TS J mSint KM1334 © VL © FR©7 5 > 

KE?lJt©t«©ffllRltt 

HSGI HSGI I HSGI I I HSGIV 
66. 3% 83. 8% 66. 2% 73. 8% 



[0 17 8] 

&>±<Dl&mfrb> t: hffi<b<DVL<DV*7>f)V-'7lI<D&m.mm<DFR<DT5. J 
mSB^JO^^fiiC^FGF- 8Pp^^^m*KMl 3 3 40VL0CDR 

6 6 ffifEff 2003-3006018 
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#©VL©7^ yBftBB^JLV. Ofc^ffUfco 

JifaT'^ffbfcmFGF- 8#f&CDR#ffim#©VH©7^ ;»IJJHV. 

#UC#lFGF- 8 cf35ftIV^^m^KMl 3 340CDR075 «/HIB#J©#3:^ 

#;te>*i£ fr©7^ jmf%m*m%.-tz>z\ii$:ftimLfc 0 jiia-esgftb 

fcUFGF - 8^CDR^ffiJn;#©VH0DT^ ,/SHffi#[HV. Ofc<fctfVL© 
T^^lftBB^JLV. 0i:y«fc«tt#V«* (HV0LV0) ©H&7C*3B&3> 
fcfa-ar-^y >^©#?£&Mv%T:f£gSLfco H&^fc&fl^fWlcWbTfci: 
y7h>?i7AbM [tfy #*:7#- F • (Oxford Molecular) *± 

|g] £, 3^jc#3^©^^JCO V^Tl^ V 7h'?i7Pr o-Exp 1 ore (Jr 
yn7t- K • ^U^r=L^-^tm) fe5V\}JRasMol V V (Glaxo 

) tt»] srMv^T-en-ftiaH^cDtfrMSiffiWKiflevv ffofco ±&, $ifgf- 

8cf^IV^^m^KMi 3 3 4 <DVW^<D^k^Wk(Dny\£=L--^'-=e^r)\/^b 
mmzhXmm^tcL 0 HV0LV0C!)VH^J;.IFVL©FR©75;S!2I2 
EfKLfcV^, jfiFGF - 8^Y^tftKMl 3 3 4 fcUfcoTV^jBISJCO 
V^*ma^, mFGF- 8cpfUV^^tn;#:KMl 3 3 4 ©*B^i" £&e*Cjl *l<5 

FGF- 8tFfDV^Xiit#:KMl 3 3 4, HVO L V 0 J: OTcJEfis© Vfl^© 
H^jc«5t$:^L/fe 0 HVOLVO©FR©r^yate»lfi©*TflS 
«tt-^«ffi©H«iC7fi«3iS:3Kfl3S-ft, ^#©^tt&cj^W *i SB 
StbT, HV. OTfttl 2#g©Ly s, 13, 4 0#g©Ala, 41#B 
©Pro, 4 8, 68#@©Val, 70#g©Ile, 74#@©Thr, 7 
6#g©Thr, 82#g©Glu, 84, 8 7#g©Arg, 95#g©Ty 



6 7 
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001—4 00677 



r£, LV. 0T'}i2fi©Ile, 3#@©Val, 14, 15, 5 0f@© 
Gin, 5 1#g©Leu, 9 2#@fflT y r ^bfc ZUvbOaWRbfeT 
^ JWm^o^ 'j?ft<i:%l^±S:V')^»Ml 3 3 4 JCji&tlST 
^ y»£^rft3EU i^«WSthSCDRW#©VHfeJ:t;VL 

[0179] 

(2) ^FGF-8tF*BCDRfMilfi#©VH£n- FtficDNAOi* 
*M*W2CD1# (1) •C«ffbfct(liFGF-8WCDR»ttJfEflt©VH©r 
^ >>MB#IHV. 0 £3- KlT£ c DN A$:PCR&£^TJ^TcD^CbT : fit 

[0 18 0] 

£-f, IgffbfeT^ ^^I5^JlCSB^J##2tCfB«©mFGF - 8*fDV^^m 

ftU *^si:3* *»K:PCRRJESl*©i»«ffl^ , 9>f^-©«-&«»H 

?U ( t: h <fbttfl3&JB tf * * # - /\ * n - - > V "t Z> fe » © ft 9 RMSMMH*! *» * 

t?) zttmhtco m\^*.^nm*s' *jw*6«iootifott6#© 

4fc») o 

[0 18 1] 

rf*? 1/**K'HM*MW C 0. 1 a mo l/LilfcS*&K:5 0 fi h(D 
BLfomK.m*.X. 0. 5/imol/L Mn^-fT-RV (SfiiW , 
O. ^mol/L M13^Y-M4 (^Wtttff) fi*tfl*tt©KO 



6 8 



mSE# 20 0 3 -3 0 0 6 0 1 5 



^ 02 0 0 1-4 0 0 6 7 7 ^ 

#(94"C 3 0m-5 0TC S0»M, 7 4X3 6 O^0f -{^;b$:3 0 

#&<DfJI®^HAJL<ini (i£?@3t*±§g) *3<fctfl 0 #fe(7)0|5S^NojL I 
(-^- • >f K • A4*?-7Xl±m) £J#v^3 7 XIT* 1 Bf 

fc c ^M«&T^n-^^;va^®CT^®b, ^0. 4 7kb(DHi_nd 
III-Noi 1 ^^ 0 - 3 ^ gEUDtbfeo 
[0 18 2] 

7^*$ FpBluescript SK (-) U h ^ # ^- >*±§g 
) 03Mg5:l 0#^©WS#^HiJLdin^<fc^l 0#^«S^N_o_L 

i &ffl^T3 7^tiW)S^*^ m&fam*Ti!u--x>f)vm^mzT 

&mh. m%. 9 5kb(DllljidIII-No_Lim>t$:^l2. 9/iglIIlRbfc 

o 

[0 18 3] 

#CIC, JiiaT^f ^tlfe^F G F - 8 tpTfUC D RfiSlftffiVHffl P C 
HJ^dIII-No_t_II$T#0. 1 yt* gil^X^ FpBluescript 
SK (-) <Z)HLin.dIII-N_o_Ll®T#0. 1 n g 1 0 fx L <««?fc&C 

#btlfcilBm^^^^^ KDNA**&«VVC*»* JM1 0 9HS:fIiib 

^ . . b • A-V^yi (T^^-f K • ;Mti/xfAX!t 

^J5:^-rSEI8iC^Ufey^^^ K P h KM 1 3 3 4 HV0£#fc„ 
[0 18 4] 

##M2CD1^ (1) Tf«tfbfeFR©r^^««i6©*SEtt«T©i: 
e>MTo£ 0 12#|0LyafeAUCiiat*IIK:tt, 1 

8 icia«(JD^ v**- k©«*> y 2 3 tcia^©* u rs* # v 

tf^ K&JB^TJkSB©^;*^ Kp h KM 1 3 3 4 H V 0 (DWm£.mM®fcl&* 



fttSEW 2003-3006018 




2 0 0 1—4 0 0 6 7 7 



ft6z.£K&>). @&©&MS^J&^6®9lC^bfc:?:7*5 Fp hKMl 3 
[0 18 5] 

6 8#S©ValS:AlalC««t«BCtt, **Tff«Bbfe 
F P hKMl 3 3 4HV0ffl50ng b, fB#J#-^ 2 4 iCfH 

Ml (Mjtttff) t^-fV-ilbt*ftW<IWO. 3 

&BVxT*tt©tt»*W!*K«^ 5 0 # L0^*f94tT'2»ilfe 
ft. 9 4«C15«>H, 5 5TJ3 0m 6 8XJl^B©*ftt8 O^^OP 

jK*S:r*n-^^««»»K:T^Wb, ^J0. 30kbfflSacIIiit4 

^o. 3 /i gtaiRbfec 

[0 18 6] 

FP hKMl 3 3 4 HV0©3 fi g & 1 0 J£.ft0ffi9l8#iR S_a 

»3. 0 4 k bOS_a_cH- S a c HWrfrfctt2. 5 p g HfJRbfc. 
^tC, j:iaT»^&nfePCRS4**3(£©S_^II-S_a_oIIWr^rO. 1 g £■ 
^"9^^ FP h KM 1 3 3 4 HV 0 E&3fctf> S_a_c_II - S_a_c II$T# 0 . 1 n g £ 
£*10*L©***Jcai*., 

JM10 9»5:^iU ^Iii#O10i©^n->J:U#^X5 FD 
NA&fiSSb, if**- A-^>2 (T^ 

«fbfe*S*, SW©«*IB^JS:^'rSHl OlC^bfc^XS FP hKMl 3 3 
4HV6 8£#fc„ qfc3£ffe©T^ /BaMfi©*^^ K^Kiov^Ttt, v^xm 

7 0 ffili# 2003-3006018 




^# 2001-400 6. 77 ^ 

(3) SlFGF- 8»£5|&CDR^«m#<DVL&n- Kt5cDNA©*» 
##M2tf>l3C (1) T'tt btSiiF G F - 8 D Rfitaft© V LOT 

^ jWm&SLV. 0 £3 - F-T -5 c DNA&VHfcH8$JCPCRS££:JB^TErF 

mFGF - 8 4t3fn^^^*t^KM 1 3 3 4 <Z> Lil<Z)I2#J$:M Vn£o 
[0 18 7] 

£1% IH^J#-#2 5, 2 6, 2 7. 2 8, 2 9 £tf3 0 tCfB«©^SIB^J$: 

df^^ U^"^ F^ftHilS^O. 1 fi mo 1 /L t&S^C 50/i L©&f&?&iC 
MXX, 0. 5/tmol/L M13^7>fT-RV (SSittl?) > 0 . 5 fi 
mol/L M13^7^"7-M4 (^?@3i*±ig) *3 £t>* 1 TOKO D#U * 

°C 3 0 #53, 5 0 °C 3 0 7 4 °C 6 0 W^IM * % Z 3 0 i^-f * ;V) 

mm E c o R I (SM5i*±Sg) feitJPl 0##®ffl&#*H_L5LdIII (S?B3§ 
KTftmL. BO. 44kbg) Eco RI- Hi n d limft 0 . 3 g IS 
[0 18 8] 

*IC, ^$KpBluescript SK(-) Uh7^^'->ti 
) ®3/ig5:l 0#tfc©ffllS#ilSE_c_o R I £ £tf 1 0 J^&Offing&X HAiL d 
III£/BV>T3 7ttlH«^tfe, T#n -Xtf tc 

t^BU »2. a SkbfflEoo R I - H i n d III»f#&$& 2 . 9 yti g EUR 

[0 18 9] 

#ClC. ±|ST^#e>tlfe*fLFGF- 8*5fPCDR#ffim^®VL©PCRM 
E c o R I - Hi n dlllBr^O. 1 /tgt^5 FpBluescript 
SK (-) (O Eoo RI- Hi n dlll^O. 1 » S 1 0 n L ©Mi 



mil# 2003-3006018 




02 0 0 1-4 0 0 6 7 7 ^ 

L/T#&nfe«a#liL^^^ KDNA»«fe«V^*iiJMl 0 9«c&?g«« 

*»J0fe*t*Hl lJC^bfc^X^ FphKMl 3 S4LV0ft#fc. 
[0 19 0] 

it, wn»#2 9icB«®*ydr3i^v^K©f«>yK:, reaw-ss ice* 

©*U«^l/*^Kft«V^TJl«©^9X5 KphKMl 3 3 4LV0(Dii 
* KphKMl 3 3 4 LV9 2t#fc ft3Etfe©7S K>C 

o 

[0 19 1] 

05*. tf, 2#@©I 1 e&Va lJCtftgrrSlSitCtt, *«TffPWUfe^ 
7^5KphKM1 3 34 LVO05Ong&ililU IB^J## 3 2 ICfaiS© 

oi/La^^m, kod^^'j^^ <*#»**» ^ 

#©H»ttW«Kl«V%, 50/ t L©^tf94-Ct'2^»ibfc^ 9 4 'C 
155pm 5 5t:3 0m 6 81C1»^3 0^^^©PCRSJSS: 
*Tofc„ KJR*K««:x#7-^tt:JRbfc©'fe***lc»»b, 10#&©f!li5« 
» Tt h i 1 1 I (SatttS) Mtf Eoo Rl w^ 37 

T5T?ii»i«iErt;a*fc. Kfij6«*T3tfo-^^«*»»KiTdWb, mo. 

OSkbOE^oRI-TUilllI^^O. 2/igtS^bfco 
[0 19 2] 

FphKM1 3 3 4 LVO03/igll 0 #ffi©«»»*3LL 



7 2 
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2 0 0 1- 



4 0 0 6 7 7 



h 1 1 1 I fc£t>*E_c_o_R I SrJB^T 3 7<CT * 1 *ISS/SS*fe- KSiS?K«:T 
^n-^y^««*»JC^®^ 4 2kbffiEc_oRI-TUHl 

JifaT*#e>tlfePCR^fi5R©E_c_o R I -X-UL 1 nI ^°- 
l/igt^7^^KpliKM1 3 34 LVOWEcoRI-Hk 1 111 
mft'O. Ugt*ilOML(Oil*IC»i 9>f^-5/a> ' >W 

K P h. KM 1 3 3 4 L.V 2 **«©T 5 ^ F^COV* 

Ttt, 7-?^»Ml 3 3 4&Cjae>*lS]ft^3 K>fc&S*3Ctf^fc- 
(4) IFGF- 8ctijmCDR#ffi[*/t;fr^ / <^^'-©^ 
W09 7/1 0 3 5 4CBi0thfl;a#JJ«B / <^-P KANTEX9 3 
fc##«2©l* (2) (3) ?ff&*Vfe^U-phKM1 3 3 4H 

V0^<kU t phKM1 3 3 4 L V 0 $:ffiV>Tt>fcF G F — 8 ep^IC D RUfiltfftffc^ 
3|^^-pKANTEXl 3 3 4 H V 0 L V 0 &«T®#C btKKSbfe. 
[0 19 3] 

f^201« (2) '5ff&ftfe^FphKM1 3 34HV0©8/ l g 
ft 1 0#tiO«Rf«A2aI (S«3fttt») JttJPl 0 #k©«»BWNoLL I 



*|C, t hWM^^-PKANTEX9 3©3Ag&l 0#©Of!l 
»»*A_2_a 0*ffi©«»»*llot.I«:MV>T3 7TC^ll»WSl»a 

K^s&T^n-x^mAatiJKiT^wb, «i2. 7 5kb©A_p 

a I — N o t I ft^J2 # gUIJDlbfco 




ffiSE4f 200 3 - 3006018 




0^2 0 0 1-4 0 0 6 7 7 ^ 



#C&C, _hSa^#e>tl^P h KM 1 3 3 4 HV 0 S^feO N o t I - A p a I ffift 
0. 1/tg h^X^ KpKANTEX9 3 fijRCD N o t I — A p a I 0 . 
1 0 g^il 0 ^LCD^S7jclcJn^ ^-Y>if-i/3> • A>f (*#»atfcK) 

^IfJMl 0 9tl:Ifiib, Ell 4 Kml,fe7^X$ KpKANTEXl 
334HV0&#fe„ 
[0 19 5] 

#C&C ##M2015 (3) FphKM1 3 3 4 LV0© 

; 

3 n g £ 1 OmffiCDffllWSft E c o R I (Sfgjtttig) 1 0 jpffi<Z>ffillSaBK 

Bs .i Wi (-n. fyy^yF'AJyt^zfXItm) ZM^T 3 7"CT? l m 

CD Eco RI- Bs i WI 0. 3 /t g EUR b fc„ 

[0 19 6] 

#C&C, _tffi"e»e>*lfc:/9:*S KpKANTEX1334HV0©3/tg£l 
0 M.&<DUmWm E g o R I &OTJP»jt B si W I £M 3 7 °C T* 1 «?isrM 
KSJS»tS:T3tfn-^^;b«i!t»S&K:T^®b, »13. 20kb® 
, E c o R I - B s i WI ffj#£$j2 a glSJ&bfe. 

#CfC, _hSB^#e>tl.fcp h KM 1 3 3 4 L V 0 &&<D E_c_o_R I - B s i WI 
mftO. l^g^^^X^ KpKANTEXl 334HV0 fi5fc©E_c_o R I - 
B s i W I ffiflr 0 . I.a 0.0 L©«H*KLjD*., 9>f^-$/s> • A 

DNAtt?:MV^iiJMl 0 9^^iiU Hf 1 4 ICjotbfclB^* 
3!-pKANTEX1 3 3 4HV0LV05:#fc o 
[0 19 7] 

K©4 0 0 n g &JgV^ ifyif- #4 • ■ * 



2003-3006018 



02 0 0 1-4 0 0 6 7 7 £ 

( 5 ) ffi F G F - 8 tpftJC D RiMfim#©ifr4MflS&JB V^fe5Seft»a 
mFGF-8cfjfaCD R#«l^©»4^^jBl^llS€:fflV^fe3c)£»^tt,' Jtia###i 

1CD2^ (2) ClB^^&^VV ^ofeo 

(6) «£FGF--8+f»ICDR|^«lfS#©.FGF-8JC#"t6lS'&»tt©«3i ( 
E L I S A) 

gtFGF- 8cp5ftICDR^m^©FGF- 8 &C*f"T S^fSffil*. _LS2## 
#J1©2^ (3) {Cffi«©EL I SAJC«fc»;$IHJ£bfc. 
[0 19 8] 

*»WICJ:y, fiiF G F - 8 ^ft^tM^t bttf tS, m®&<0? 

gf - 8tfL^mm^thx^m^^mm^(Dmmm^^^mm^m^ 

[0 19 9] 
rm¥l&7V-7-*rX hi 
gB^^-if- 1 i - KM 1 3 3 4 (D V HCftJfiPIM:/^ 
$jj?rj:g:-5f i 2 -KM 1 3 3 4 © V HCDif M V- 
gg^ij^-^- 1 3 -KM 1 3 3 4 £>V L ©ffipgiS^ 

1 4 — KM 1 3 3 4tf)VH<Z)ifii>gffi:79-f^- 
SB?l!## 15-^FGF-8 cpfDC D R^W®VH bT|gft£ ftfcT ^ ^ 
*K$f« HV. 0 

1 6 -JfiF G F - 8 #fOC D R^«l;#© V L bT«ftS ftfe75 ^ 

wmm. HL. 0 

fg^Ij§^l7-HV. O&3-KtSDNA0MM^DNA 

mnm^i s-hv. o^3-wdna©mm©^dna 

IH^J##19-HV. 0 KfSDNAOMM^DNA 
S^|#t2 0-HV. 0 KtSDN AOMM^DNA 

ffi#l##2 1-HV. 0 & KtSDN A©i«ffl#iaDN A 



tttt£# 2003-3006018 
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IB#!##2 2-HV. 0 KfSDN A©W^DN A 

i»f23-Lys 1 2&A1 atC^bfcHV. 0 £ 3 - D N ACDit 

fa^J##2 4-Va 168&A1 a iCBJt^LfcH V. 0 £ 3- DN A<D5Ie 

I2#J##2 5-HL. O&3-FtSDNA0MMDNA 

f2#J##2 6-HL. O5:n-mDNA0MM^DNA 

BB*J##2 7-HL. 0S3-WDNA©Mffl^DNA 

BB#!##2 8-HL. 0&3-Kt6DNA©lffiffl^DNA 

I23?lJ##2 9-HL. 0fe3-FtSDN A©1«J8^P N A 

@B?U##3 0-HL. 0 & 3- KtSDN A(Di«ffl^DN A 

BB#I##3 1 -Ty r 9 3 £ P h e lC&3£bfcH L. 0 KtSDNACS 

^MMDNA 

fB?!I##3 2-1 1 e 2£Va UC^bfcHL. 0 5:3- KtSDNAfflM 
[0 2 0 0] 



<110> KYOWA HAKKO K0GY0 CO. , LTD 

<120> Diagnostic agent and therapeutic agent for arthritis 
<130> H13-2344S3 
<160> 32 

<170> Patentln Ver. 2.1 

<210> 1 



SEQUENCE LISTING 



7 6 
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^2 0 0 1-4 0 0 6 7 7 ^ 



<211> 420 
<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)..(420) 

<400> 1 

atg gaa tgg ate tgg ate ttt etc ttc ttc etc tea gga act aca ggt 48 

Met Glu Trp lie Trp lie Phe Leu Phe Phe Leu Ser Gly Thr Thr Gly 

1 5 10 15 



gtc tac tec cag gtt cag ctg cag cag tct gga get gag gtg gcg agg 96 
Val Tyr Ser Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Val Ala Arg 

20 25 30 

ccc ggg get tea gtg aaa ctg tec tgc aag get tct ggc tac acc ttc 144 
Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

35 40 45 

act gac tac tat eta aac tgg gtg aag cag agg tct gga cag ggc ctt 192 
Thr Asp Tyr tyr Leu Asn Trp Val Lys Gin Arg Ser Gly Gin Gly Leu 
50 55 60 

gag tgg att gga gag att gat cct gga agt gat agt ata tat tat aat 240 
Glu Trp He Gly Glu lie Asp Pro Gly Ser Asp Ser He Tyr Tyr Asn 
65 70 75 80 



7 7 
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gaa aac ttg gag ggc agg gcc aca ctg act gca gac aaa tec tec age 
Glu Asn Leu Glu Gly Arg Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 
85 90 95 



288 



aca gcc tac atg cag etc aac age ctg aca tct gag gac tct gca gtc 
Thr Ala Tyr Met Gin Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 



336 



tat ttc tgt gca aga tat ggg tat tct aga tac gac gta agg ttt gtc 
Tyr Phe Cys Ala Arg Tyr Gly Tyr Ser Arg Tyr Asp Val Arg Phe Val 
115 120 125 



384 



tac tgg ggc caa ggg act ctg gtc act gtc tct aca 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Thr 
130 135 140 



[0 2 0 1] 

<210> 2 
<211> 140 
<212> PRT 

<213> Mus musculus 



<400> 2 

Met Glu Trp He Trp lie Phe Leu Phe Phe Leu Ser Gly Thr Thr Gly 
15 10 15 

Val Tyr Ser Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Val Ala Arg 

20 25 30 



7 8 
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#2001-400677 



Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
35 40 45 

Thr Asp Tyr Tyr Leu Asn Trp Val Lys Gin Arg Ser Gly Gin Gly Leu 
50 55 60 

Glu Trp He Gly Glu He Asp Pro Gly Ser Asp Ser He Tyr Tyr Asn 
65 70 75 80 

Glu Asn Leu Glu Gly Arg Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 
85 90 95 

Thr Ala Tyr Met Gin Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

Tyr Phe Gys Ala Arg Tyr Gly Tyr Ser Arg Tyr Asp Val Arg Phe Val 
115 120 125 



Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Thr 
130 135 140 



[0 2 0 2] 

<210> 3 
<211> 393 • 
<212> DNA 

<213> Mus musculus 



ffifiEff 2003-3006018 



2 0 0 1—4 0 0 6 7 7 



<220> 

<221> CDS 

<222> (1)..(393) 

<400> 3 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct get 48 
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp lie Pro Ala 

15 10 15 

tec agg agt gat gtt ttg atg acc caa act cca etc tec ctg cct gtc 96 
Ser Arg Ser Asp Val Leu Met Thr Gin Thr Pro Leu Ser Leu Pro Val 

20 25 30 

agt ctt gga gat caa gee tec ate tct tgc aga tct agt cag agt ctt 144 
Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu 
35 40 45 

gta cat agt aat gga aga acc tat tta gaa tgg tac ctg cag aaa cct 192 
Val His Ser Asn Gly Arg Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro 

50 55 ' 60 

ggc cag tea cca aag gtc ctg ate tac aaa gtt tec aac cga att tct 240 
Gly Gin Ser Pro Lys Val Leu lie Tyr Lys Val Ser Asn Arg He Ser 
65 70 75 80 

ggg gtc cca gac agg ttc agt ggc agt gga tea ggg aca gat ttc aca 288 
Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 
85 90 95 

8 0 ffi§E#2 0 0 3 - 3 0 0 6 0 1 8 
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etc aaa ate age aga gtg gag get gag gat ctg gga gtt tat ttc tgc 336 
Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys 
100 105 110 

ttt cag ggt tea cat gtt ccg tac acg ttc gga ggg ggg ace aag ctg 384 
Phe Gin Gly Ser His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu 
115 120 125 



gaa ata aaa 
Glu lie Lys 

130 



393 



[0 2 0 3] 

<210> 4 
<211> 131 
<212> PRT 

<213> Mus musculus 



<400> 4 

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp lie Pro Ala 
1 5 10 15 

Ser Arg Ser Asp Val Leu Met Thr Gin Thr Pro Leu Ser Leu Pro Val 

20 25 30 

Ser Leu Gly Asp Gin Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu 

35 40 45 



8 1 
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Val His Ser Asn Gly Arg Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro 
50 55 60 

Gly Gin Ser Pro Lys Val Leu He Tyr Lys Val Ser Asn Arg lie Ser 
65 70 75 80 

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 

85 90 95 

Leu Lys lie Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys 
100 105 HO 

Phe Gin Gly Ser His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu 
115 120 125 

Glu He Lys 

130 



[0 2 0 4] 

<210> 5 
<211> 5 
<212> PRT 

<213> Mus musculus 
<400> 5 

Asp Tyr Tyr Leu Asn 
1 5 



8 2 
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<210> 6 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 6 

Glu lie Asp Pro Gly Ser Asp Ser lie Tyr Tyr Asn Glu Asn Leu Glu 
1 5 10 15 



Gly 



<210> 7 

<211> 12 

<212> PRT . 

<213> Mus musculus 

<400> 7 

Tyr Gly Tyr Ser Arg Tyr Asp Val Arg Phe Val Tyr 

1 .5 10 



<210> 8 
<211> 16 
<212> PRT 

<213> Mus musculus 
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<400> 8 

Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Arg Thr Tyr Leu Glu 
15 10 15 



<210> 9 
<211> 7 
<212> PRT 

<213> Mus musculus 
<400> 9 

Lys Val Ser Asn Arg He Ser 
1 5 



<210> 10 
<211> 9 
<212> PRT 

<213> Mus musculus 

. <400> 10 
Phe Gin Gly Ser His Val Pro Tyr Thr 
1 5 



[0 2 0 5] 
<210> 11 
<211> 22 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> a primer for amplification of VH of KM1334 
<400> 11 

ctgaattcgc ggccgctagt cc 



<210> 12 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a primer for amplification of VH of KM1334 
<400> 12 

atgggccctt ggtggaggct gtagagacag tgaccagag 



<210> 13 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a primer for amplification of VL of KM1334 

8 5 




0# 



2 0 0 1 —4 0 0 6 7 7 




<400> 13 

ctgaattcgc ggccgctgct gt 22 

<210> 14 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> a primer for amplification of VL of KM1334 
<400> 14 

atcgtacgtt ttatttccag cttggtcc 2 °* 

[0 2 0 6] 
<210> 15 
<211> 121 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> HV.O, a designed amino acid sequence of VH of an anti-FGF-8 CDR-gr 
afted neutralizing antibody 

<400> 15 

Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 
1 5 10 15 



8 6 
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2 0 0 1—4 0 0 6 7 7 



Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr 
20 25 30 

Tyr Leu Asn Trp Val Arg Gin. Ala Pro Gly Gin Gly Leu Glu Trp Met 

35 40 45 • 

Gly Glu He Asp Pro Gly Ser Asp Ser. lie Tyr Tyr Asn Glu Asn Leu 

50' 55 60 

Glu Gly Arg Val Thr lie Thr Ala Asp Thr Ser Thr Ser Thr Ala Tyr 

65 70 - 75 80 

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Tyr Gly Tyr Ser Arg Tyr Asp Val Arg Phe Val Tyr Trp Gly 
. 100 105 HO 



Gin Gly Thr Leu Val Thr Val Ser Ser 
115 120 



[0 2 0 7] 
<210> 16 
<211> 112 
<212> PRT 

<213> Artificial Sequence 



2 0 0 3 




# 
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<220> 

<223> HL.O, a designed amino acid sequence of VL of an anti-FGF-8 CDR-gr 
afted neutralizing antibody 

<400> 16 

Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly 
15 10 15 

Glu Pro Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser 

20 25 30 

Asn Gly Arg Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro Gly Gin Ser 
35 40 45 

Pro Gin Leu Leu lie Tyr Lys Val Ser Asn Arg lie Ser Gly Val Pro 

50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 

65 70 75 .80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly 
85 90 95 

Ser His Val Pro Tyr Thr Phe Gly Gin Gly Thr Lys Val Glu lie Lys 
100 105 HO 



[0 2 0 8] 

<210> 17 



8 8 2003-300601E 




2 0 0 1—4 0 0 6 7 7 



<211> 90 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O 
<400> 17 

gttttcccag tcacgacgcg gccgcaccat ggaatggatc tggatctttc tcttcttcct 60 



90 

ctcaggaact acaggtgtct actcccaggt 



<210> 18 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O 
<400> 18 

aaggtgtatc cagatgcctt gcaggaaacc ttcactgagg ccccaggctt cttcacctca 
gccccagact gcaccagctg cacctgggag tagacacct 



<210> 19 
<211> 99 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DMA for construction of a DNA encoding HV.O 
<400> 19 

ggcatctgga tacaccttca ccgactacta tctaaactgg gtgcgacagg cccctggaca 60 



agggcttgag tggatgggag agattgatcc tggaagtga 99 



<210> 20 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O 
<400> 20 

agctccatgt aggctgtgct cgtggacgtg tccgcggtaa tggtgactct gccctccaag 
ttttcattat aatatatact atcacttcca ggatcaatc 



[0 2 0 9] 

<210> 21 
<211> 99 



ffl|I# 2 0 0 3 -3 0 0 6 0 H 




^2 0 0 1-4 0.0 6 7 7 ^ 



<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O 
<400> 21 

cacagcctac atggagctga gcagcctgag atctgaggac acggccgtgt attactgtgc 60 



gagatatggg tattctagat acgacgtaag gtttgtcta 



99 



<210> 22 
<211> 92 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O 
<400> 22 

caggaaacag ctatgacaag cttgggccct tggtggaggc tgaggagacg gtgaccaggg 60 



ttccctggcc ccagtagaca aaccttacgt eg 



92 



<210> 23 
<211> 99 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O in which L 
ysl2 was mutated to Ala 

<400> 23 

aaggtgtatc cagatgcctt gcaggaaacc ttcactgagg ccccaggctt cgccacctca 60 



gccccagact gcaccagctg cacctgggag tagacacct 



99 



<210> 24 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HV.O in which V 
al68 was mutated to Ala 



<400> 24 

. * ♦ 20 
tgtccgcggt aatggtggct 



<210> 25 
<211> 84 
<212> DNA 

<213> Artificial Sequence 



9 2 
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<220> 



<223> a synthetic DNA for construction of a DNA encoding HL.O 
<400> 25 

gttttcccag tcacgacgaa ttcacatgaa gttgcctgtt aggctgttgg tgctgatgtt 60 



ctggattcct gcttccagat ccga 



84 



[0 2 10] 

<210> 26 
<211> 93 
<212> DNA 

<213> Artificial Sequence 
<220> 



<223> a synthetic DNA for construction of a DNA encoding HL.O 
<400> 26 

ctagatctgc aggagatgga ggccggctct c.caggggtga cgggcaggga gagtggagac 60 



tgagtcatca caatatcgga tctggaagca gga 



93 



<210> 27 
<211> 93 
<212> DNA 

<213> Artificial Sequence 



9 3 



2003-3006018 



02 0 0 1-4 0 0 6 7 7 



<220> 

<223> a synthetic DNA for construction of a DNA encoding HL.O 
<400> 27 

catctcctgc agatctagtc agagtcttgt acatagtaat ggaagaacct atttagaatg 60 



93 

gtacctgcag aagccagggc agtctccaca get 



<210> 28 
<211> 93 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> a synthetic DNA for construction of a DNA encoding HL.O 
<400> 28 

aaatctgtgc ctgatccact gccactgaac ctgtcaggga ccccagaaat tcggttggaa 
actttataga tcaggagctg tggagactgc cct 



<210> 29 
<211> 93 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> a synthetic DNA for construction of a DNA encoding. HL.O 
<400> 29 

tggatcaggc acagatttta cactgaaaat cagcagagtg gaggctgagg atgttggggt 
ttattactgc tttcagggtt cacatgttcc gta 



<210> 30 
<211> 81 
<212> DNA • 

<213> Artificial Sequence 

<220> 

<223> a synthetic DNA for construction of a DNA encoding HL.O 



ctatgacaag cttcgtacgt ttgatttcca ccttggtccc ttggccgaac 



gtgtacggaa catgtgaacc c 

[0 2 11] 

<210> 31 
<211> 93 
<212> DNA 

<213> Artificial Sequence 



<400> 30 



81 
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<220> 

<223> a synthetic DNA for construction of a DNA encoding HL.O in which T 
yr93 was mutated to Phe 

<400> 31 

tggatcaggc acagatttta cactgaaaat cagcagagtg gaggctgagg atgttggggt 60 



93 

ttatttctgc tttcagggtt cacatgttcc gta 



<210> 32 
<211> 22 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> a synthetic DNA for construction of a DNA encoding HL.O in which I 
le2 was mutated to Val 



<400> 32 

22 

gagactgagt catcacaaca tc 



[0 2 12] 

[01] 

9v**+mm<x> f g f - s k * sin*-? h v v v xoftm^m ^irm^ 

(ng/mL) ZtxLT^Z. *ttW*±«*«* < SE 
) fcSUfcU ***&P<0. 00 1 (»M^*fJiU Dunnett^®) fclTfo 
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[H2] 

^ t ^ fi%(0 f G F — 8 ic J;5iM"7 b U v S^tt© 
i«ttKM1 3 3 40iI (/ig/mL) £^L-TVn£„ i§N±¥ 

nc±iiis (se) srs^u ###ttP<o. ooi (mmmM&. st 

«d«ta)t-|fc3t) fc*U -*«ttP<0. 01, ***»P<0. 001 (F 
GF-8 1 0 0 n g/mL»iMff*fik Dunnett&Jt) 
[03] 

*^»BWiftK:*ya*nfc c 3 h] ^^^©wwsttft, «h»fgf-8 

©tllJg (ng/mL) ^IT^5. (SE) fcttftU 

*fc£P<0. 0 5 («|#ff*»*fit. SteeUfcjg) 
[04] 

9***mhm© f g f — 8 ic j: ^mmcDumz^t saw*© m.mftm 

HT?»*. «Htt^**»BWI*C*ua**vfc C 3 H] *SJ?>a>JMHStt*: 
, it»KM1 3 3 4®|gl Ug/mL) &*L-TV^. W*¥*M±**M 
ft (SE) fc^t&b, ###l*P<0. 00 1 StudentOt- 
&£) ***»P<0. 00 1 (FGF-8 10 0ng/mLtti 

*fj:L Dunnett^) fc^l". 
CHI 5] 

H MflMOD FGF-8 IC <k Z>mMV>ti&&ftn ^tSt'&S. b 

»WBftic*ya**ifc c 3 h] ^ ^ s; iWFGP-sci 

ft (ng/mL) ft^bT***. *tt**«±WWttl (SE) fe**U ** 
*»P<0. 001 (&Jffli*f¥2fJfc, Dunnett^) 
[06] 

t MtiRjWje© f g f - s tc * zmmnm^^ir&mfaommftm 

««|ttiib?tR*lBK:»ya**ife C 3 H] *35;>©JMHSttfc. « 

f|liKM1 3 3 4©iS Ug/mL) &j*LTV^ 0 *tt¥MMH±«*M ( 
SE) &j£l*U #.##liP<0. 0 0.1 (WMIf^f^ Aspin-Welchfcjfe) 
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*ttP<0. 0.5 (FGF- 8 5 0 0 n g /m L«l3**fJ£> Steel ^ 

[0 7] te^X^ KpKANTEXI 3 3 4HSJ:^7X^ KpKANTE 
X 1 3 3 4 <5Djt^X^$:^bfe0T^^o 
[08] ft??**. FphKMl 3 3 4HVO©lM5:itfc0^S. 
[09] FphKMl 3 3 4HV1 2 ©fc&Xg&aRLfcB"*?**" 

[010] FphKMl 3 3 4 HV 6 8©Mig&^bfe0t'feS 

[011] fcfc^*^ FP hKMl 3 3 4 LVO©MlI^tWfeSo 
[012] FphKM1334LV9 2 ©3tJ*Xg&*b£H*efc* 

[01 3] te^X^ FP hKMl 3 3 4 L V 2 ©JtfftXg&asUfcB"*?**. 
* 7^ y^a&Bfc^-rSfc*®^^^ 3 F>©^g&^bTVNS. 

[014] 1*^:7* ^ KpKANTEXI 3 3 4 HV Ofii^^^ FpKA 
NTEX1 3 34HV0 LVO0Mlt^l/fc8t'fe5. 



9 8 
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N X 

-R 



lit 

n 




«M _____ 

FGF-8 (ng/mL) 



CH2] 



A 



^ 10 

rtf 

4* 5 

n 




FGF-'8.100ng/mL + KM1334 (|ig/mL) 



1 



ffi|E# 2003-300601 8 




4 



2003-3006018 




Hindlll 



I 




5 
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7 
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8 
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1 2] 



EcoRI Hindlll 




EcoRI 



fijcDNA 
25 27 29 



26 28 30 

^PCR 

I Hindlll 
XEcoRI 




tndlll 



9 



m$E^F 2 0 03-3006015 



• 



2 0 0 1—4 0 0 6 7 7 



1 3] 



FcnR 



Tthllll 



Tthl III 




' phKM1334LV0 



EcoRI 
Tlhlill 



PCR 
EcoRI 
Tlhlill 

EcoRI Tthl HI 



'LJ 




2 0 0 3 



- 3 0 0 6 0 1 i 
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14] 



G4lf. 




BsiWI 



ffi§E# 2 0 0 3 



-3006018 



r 
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mm*] 
[I 



nun m%i&<D=pmm*r~temmm. mmmmmmm. mm 
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ffl M A 



ftJM*:* CO 0 0 0 0 1 0 2 93 

1. ^SS^B B 1 9 9 0# SB 60 

ft ffi JB9C»=f«HB*WlTB6*l* 



i 
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